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(57) Abstract: Melanin concentrating hormone antago- 
nists containing compounds of the general formula (I) or 
salts thereof are useful as preventive or therapeutic drugs 
for obesity and so on wherein Ar' is an optionally sub- 
stituted cyclic group; X and Y are each independently a 
spacer having a C,^ main chain; Ar is an optionally sub- 
stituted fused polycyclic aromatic ring; R 1 and R* are each 
/ independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R 1 and R 1 together with 
...•'"* the nitrogen atom adjacent thereto may form a nitrogenous 

heterocycle, or R 1 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R* together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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Kt , Aft, R«t*«*fcttC 1 .,7M^**CONR; 

'BfMK J: 5 nx ^X «fc V» 5 fcV* b 7 ; 
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R 4 :fc«fctfR S «^UT7K^*^« C l . 6 7)V^ ; 

R 6 ^py>. tbw^; 

mteO&V*b4 ; 

So 

3) 1098/15274 fctt* *«fl«HS:**U 7^y/W^t'©W 
R Z 

«+, Ar »7x=yWt2* : Xtt-O-Wfctt-S-* ; YttCR^R- 

- (ci-C6) ■r^ft;i 1 **fl c » , tt« 4l ' ,c " (C1 ~~ C6) 

2ft ; R 3 teH&£ft ; R 4 te*Mlfc 2ft : m»0^L2 oSKft ; Q »0 S 

b4 0D®^ft^T3 r«n*fc^we*3*w*- 
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5 *»&atfc#fcbTV>T%>J:V>. fc*£U X^CONR (R ttzK^KT C 

>J>T&< -.X^COOTfcSfcS. Ar H*fi&S£Wb WTfc <fcV^##S 
6) X l **C0NR 8 £fcfcfcNR 8 C0 (R 8 »7K^^> AO£*>fljcStVCl*T , befc 
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4-#;i^1t=i F ; 

4' -7MD-N-[2-(l-tOU V-)V*?-)V)-S-3rJ U ~)V\ [1, 1' -If 7i- 

5 JW-4-#;i/3j^+J-5 F ; 

4' -y;^n-N-[2-(i-tf^u ^~;w*^;W-6-3v U [l , r -if. 7 x- 

4'-^DP-N-[2-[(2-^^JU-4,5-$?t: FD-lH-f 5^r/-r-;P-i--f;W 
;W-6-^y U [1, r-t'7ir;W-4-A^D-$ F ; 
© 10 4 , -^Do-N-[2-[(2,2,6,6--xb^^5 1 ;i-i-kr^Uv J -;i')^5 1 ;w-6-^y 

U-;V] [l,l'-tf7x-jW-4-*MW5 F ; 

4- (4-^ PP7i-JW+[2-(l-tn US^MS^HMr/ u~;w-i-if 
^U5?>*;W#^U-3 F ; 

n- [2- (1 - tf d u 5 1 ; w -6-^ j u [i,i'-e7x -;w -4-*;i/^ 
15 ^+f-$ F : 

6-(4-^^7iz ;W-M-[2-(i-if Dij^-^^W-e-*; u-jWznf 
>T5 F ; 

4- (4- ;* F 4 v 7 x - J W -tf- [6- (1 - tf O U * 3V W -2-^ 7 ?V W - 1 - tf 

^U.^>^;i/^if5 F ; 
20 6- (4-* h^y^)V)-^-{\-\±u^^-)V^)V)-2-±y^)V]^n^- 
© >Ti$ F ; 

6-(4-^^;i/7xn;W-N-[6-(l-kfPU^;^5 t ;W-2-^-75 L ;W-Zl5F> 

23) ^: Ar J — H (XII) * 

a: 
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*>SL B*fctt6*5fMrtBllilW ! *>f6tl*. 

«0B*fctt6ji3rs«m*iiittH36«is»f6n*. wwpfctt, wi 
5 x 77X fcfp-;K -f5^/-;K t^/-;K ^t^-;k <v^t 

,/__ ;K <y^W-;K fcfUS», \LyV>, t!U5v 

X fcfU^>> 1.2.4-^U-^T\/-;K l,8,4-**U-^Tl/-;V, 1/2.4 

10 2-.3-*fc«4-t: US?;K 2-Sfctt3-7U/K- 2-,4-*fc«5-5 i T\/ 
, J;K l-3-*fc«'4-tf^VUJK 2-t! 

-,2-gfc&4-^$^yy;k 3-*fc»4-tfu^x;K 3— -r vf7^ 

, J;K 8— fV*^U-*/UJk l,2,4-^U-5?7 % /-;V-5— fJK 1,2,4- 

• r|Hr£«K&j ^ bTtt, Off * ^ < « 2 &V>U 4 m&> $ 6. 

JC^b<«2*fc«3^)^^e>^SCDH®07K*^^^TT!^ ' 

25 ~4«DMt*9fcVU/14Jl, »*b<tt9*fcttlOA©»**»S»W 

=^/-;k ^>x#*W-;k *>V7-7V-)v, ^^vfT 1 /- 
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W7 % S—)l>-S—iJU; 3-7ac-;i/-l,2,4-^-^i>Ty-;P-5—r 
;i/ ; 3 - (2 - ^ >XttW u ;w - 1 , 2, 4 - *tti?7 *S—)V - 5 — < ;i/ ; 3 - 
(3--f > H U ;W -1, 2, 4-t^7l/-^-5- f ;i> ; 3- (2--f > K U ;W 
• -l,2.4-tW7y-JV-5-> OP; 4-7i^7»/- ;V-2— f 4 

; 5-7i~;i/-<V5 1 7^-Jl/-4-'f;i/ ; 5-7x'M^ 
■0V-JU-2-- ; 4-(2-5 1 l-;W7x^ ; 4- (3-?l-iW7x- 
;p ; 3- (3- tf U ^;W7x-;P ; 4- (3- kTU ^;W7x^l/ ; 6-7x~;H 
3- fcTU : 5-7x^-1, 3, 4-tW7l/-;i'-2-1'^ ; 4- (2-^- 
@ 10 7fJl/)7x-JP; i-(.l-^>Vy : ?~)V)7 3L~)V; iA'-rfry x.—)V ; 

5-y±~ )V-2-\ZVV)V\ 2-7x^- 5-HUS'^;Vj 4-<4- 
tfU^;W^Jc-;l/; 2-^^-;P-l,3-^-y-y-;i/-5--r;V; 2,4-v^ 
7x^-l,3~tW-;l/-5--f;V ; 3 -7xZJl/--f VtW-^ 
-5->fJl/;5-7xrjl/-2-7U;V;4-(2~7'j;W7x-Mt*/!)W 
15 £ft5o 

m&g>m&%mmmkfcm3$&.T*i &u l iq m^Mmmm^^m^n^ 2 

(ff S U < fct 2 -, 3- Sfcfct 4- My U ^ ; 6- y i^Jh 3- M u >>;k 
20 5-:7x:UW-2"-liU3Wfc£) j ffiftSLVKo 



m 



rip^mMmtfifflkfcmmi turn ^tic 3 . 6 ^n7W, c 3 

:/3\>k >-^n^>^;k s^p-M^k s^D^^k ypn*?^ 

C 3 . 8 >'^o7^Jl/O^^LTH i^oyn^-jk ->^d^ 
-;k y^n^>jrjK y^p^t-;k ^^d^n^-t-— ;k v-^d;*- 
Zr-frU 6 ft 5 c 
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c 1 _ 6 r;^v-c a _ 14 7U-;V'-c 2 _ 6 TJV^jK^ * 
«fc ^ c , _ 6 7)Wi>tt> w l, t v>t *> £ v» c 7 _ l , r ^;u^;k 

kHn*^, «ttft*bTV>TWV»C l _ l4 7U-JW*5'. 
UWC*>£^ C 7 . 13 77^m^, tiS^lT^Tt).]:^ C e-i 
4 TU-^-*^W^ 75/-C 1 - 6 7M;K^ 75;^ 

;K 7=yif;K 75/7"oWV, 75y7*fMi!), -C 

*;Krs=/(W, ^7s;, x^tsa yntr^TSA -fv^oK 

5>X^75A i?7"a^75A W*T5^. Xf/M^T 

x5r;v7^;WK ypt!;PT3/^^;K ^yyotr;vr^y 
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HUfB rApy>te£ftWTt>£^ c t _ ,7^/1^1 fc^tts c ,. e 7;l4^ 

#, AS. a£*fca£^LWT&«fc^c 3 _ B s^n7;i^;K0i> s^n 

StiSo MWtl/TB, 5stru7*n\ZM ->^n^;k >>^d^>^;k 

10 ->#n^.>3Mk 4-^? p Dxi? n^->Mt^itf ens. • 

mm rAay>fb^nrv^T s b t J;^c 1 . 6 T;i/zi^>'j .hUTfc^ wtfck 

JUJt, 3£^&£)£#LT^TfcJ;V>C ^^k^M^, J* h*>\ xh 

is -WiLTfi, «AH *h* : >. s>:7Jk*-a* hU7Mo^h^ 
v\ Ih^X 2,2,2-h'j7MDX^'X yn^^S^. •YV7'0^>, 
T'ht-X 4,4,4-hij7Mn7*h^X -TV^h^, sec-r/h^iA 

mm rAD^Mb^nT^TfeiV^ C j.eT^ftj ium mz& 

25 P <i y yP Y.)Vtt. 4, 4, 4- h U 7Mn7*W 

1513 rs^S^UT^Tfe«J:ViC 7 _ 19 7^;V^;i/j. KUsits rc 7 _ 19 7 
hu 7izjp/fjk l-^r^kx^k 2-^7^;M^;k 2,2-^:7 a; 
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io cut* rADy^^mr^Tfei^Ci^y^j . r/\ny>ffc£ 
nxw%J:^c 1 .,^D7M » rAper>-fb$tiTV^T ! b<kv>c 1 

E-mVfttZ. A#«tUTtt, W*tf, Tir^K €^on7t^ 

25 ^K;^^ xf^M-;K ^Dtf;v^;^n;K -fv^pt!^ 
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nwT*><fcv> c i-eT;^;^;^-;^ fimg^bwcfc^ c 6 _ : 
ih+^MrM ^P^+^^J^^Jk tert-^h^S/*;!/ 

Yfc$tix^T^ < fc^c 1 _ 6 7 > ;wi/x;i'^^j turn ame r«ft£«#' 

re^s^bTVixfeiv^ c 6 _ 14 7U-;ki icsstts rc e _ 14 7U-;Vj 
25 <hUT«> M?L\Z, 7x"Jk 2-^-^^;k 2— f>^-;K 
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t*) v -hP, 5"TA Any>ft$nwt) 1 J:^C 1 . 6 m;K c 6 _ 14 
e-i47U-;W-C 2 _ 6 7;i^XjM0ik ^ ?Jl/7x-;VXr-J^ £) , 

ray. 75;-c,.,7Mm 75/xf 
;k T^/^Dtr;K 7=- /y^Pfca, ; E;-c 1 _ 6 7JW75y(0iJ, 
io ^^7a/, xf^75/, yot^rsA -f yr/ntwrsA ^ 

-c 1 . 6 7M;v75;-c 1 .,7iWK^ ^^7^//^ x^r 
ay^m ^pbr;vT^y^^;u, ^y^ntfji^syx^k :/^;w7 

is 's^X^M^)', y-C ,.,7^7S y -C I .,7MJKfl, S**^ 

75y^^Jk ^xws/^m ^ptf;i/T5^^^;k >M*yy 

25 c 6 _ 14 7«J-;i/^^j , rmiwitnTWHc,.!^?^ 
i*S3tti£j fcisw* rg&^j t&<5 ra&g£:tLTV>TfcJ;v>5fc^b7 
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;i/X5^;k z-7x.-)\,-7u¥)W 4-7xr;^m 5-7z-M>fjl/ 

r^fbzMsSj ffsi/<»c l .,7;Wk c 6 . 14 7'J-;k c 7 _ 19 

5 rs^^L.WT'bcfcv^fbTK^Sj fc^W-* rg^gj tVXii, 
Any>if(M, 7 3>#; &*, jy& a c^tvi^ 

io im. ^wsy, xws;, ynt^Kr^y, << vyntr;K7$/, 
^7sy^a, ^-c 1 _ 6 7W75/(E s^svutsa ^x^ 

15 ^ xh^yM»; yn^^M-JK tert- 

LTUtfeiH C 6 . 14 7>J-;^^-*M-;k SIl^fL-T^ 

20 5 6 M*Sfc&;n$x;k -c ,.,7ji4;p-A;wt^^(w, ^ 

;K ttJftS*WbTViTfe«fc^ 5 &V>L 6 A^st^A^-ok ADy> 
25 fcSftT^Tfcj;^ C i.e^l^^XJ^^K fi&gSWLTVvrfccfcH c 
6 _ 14 7U-;^Mx;K fc^S^TSA c^sm^-^Mx^ 

^C 6 . 14 7'J~^-WxWX C 1 _ 6 7>n^>-*MzM* 
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ens. 

5 -n^v-ow 2-x/-r;k 3— tV-ok 2-70^^ 3-7D-r;k ^ 

10 ^u^;*jww;k 2-£us*;k&;w^;k s-eus? 

jvxA'jtt'rjw 4-b!'j^;^;w^ ; E:-r;v> 2-^x~;kfrjwvE--f jk 3- 

una rams^^bTVix i bcj;Vic 6 _ 14 TU-;i/-*;w\* ; &-i > ;^^^j 

20 te45t*<5 rc 6 _ H 7 1 J-;V-A^W^>'J' itTtt, MM** 7i. 

- ; w^-f ^- 7 ; w t*-f 2#3Mf ens. 

tflfB Lfc r«j&* UWT cfc H C 6 _ , 4 7 'J — *)V#—)Vl , 

£^c 6 _ 14 tu-;k*;v*~;w , rfi&g£:#LTtvrt>«k^c 6 _ 14 7U 
-;p-#;i^x;k**->j » ris*s&WUWT'fe«fc^c 6 _, 4 TU-;i/- 
fcw^-r ji^^j ic&tts rg&gj turn m rg^s&WbT 
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a [2! 2. 13 yn.Emmt>%i%* 
ttttsK^L 10 2 wkiommmmT*&%o ^mzu. 

MZtt> 2-^fe«3-5 L X-;V; 2-,3-*fc«4-t!U^;i/ ; 2-i;fc&3 

10- l-3-^feii4-lf 7 VJ Jl/ ; 2-t!^-;U ; 2-, 4-^7cte 5- U 5 
— )V; l-,2-^fe«3-tfnu;i.; 1-, 2-£fcte4— 1 HfVVJV ; 3-i; 
fcfct 4-fc?y ; 3— T V^TVVfr ; 3 — f ytWJ^ : l, 2,4- 

**U-5?7 f l, 2, )V\ 2-, 3-, 4 

- 5-^dS8-^yy;|/; l-,3~,4-,5-,6-,7-*fett8— <y^y u 

15 ;i/;l-,2-,3-,4-,5-,6-^fc«7— f >HU;P; 1-,2-,4-SfcW: 6- 

-f v-r > H ; 1 5-£&« s- 7$. 2-, s-&it\z s-*; * 

+HJ ; 2-, 3-, 4-, 6-^>V^ ; 2-, 3-, 4-,5-£& 

f4 6-^>y^X-;W ; 2-, 4-, 5- 6-^>^7l/U;P ; 1 -. 2-, 4 

-,5-*fctt6-^>x^5.^vu;u^^©^s«^*ai3i : «^tf, i-,2 

20 -*fctt3-lfDU^n;P; l-,2-4-$fctt5--f S^VUS*^; 2-S 
fct 4 — r 5 W U — ;P ; 2 - , 3 - £ « 4 - fc° 7 »/ U ; tf ^ U 5? / . ; 2 

©*s?s»i«*5s*3te ens. 
25 is r««^*bTv»T*>j:^ii3fcaa6j fc^tts rs^sj turn 
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;w 3, 4-^^h^>-7xr:;v^;WA* ; E-r;i'^i:) , emssWbx^Tfe 

5 <«, > s&g£WbWT<&cfc^ c 6 _ 14 

z.zsz* rADy>-fb$nTv^T ; b«fc^c !. e 7W-*M^J > r A 

IB rgms^wuxviTt>j:vic 7 _ 19 T7Jv^j fc&tts mmm 
# 10 t^j^ vtch<Dtfm^<E>nz>o 

rtM&t br^.Tfe c 6 _ H 7'J ;ki tutu 

20 regis^wuT^T i bJ:ViC 6 _ 14 TU-;i/-*;wi ; e'i';i'j tutu 
25 fim^nfcTS/^tf^n, $f*b<^^::-NR B -coR 6 , -nr 5 -coor 

ea > -NR 5 -S0 2 R 68 > -NR s -C0NR 6a R 6l \ — P0(— OR 5 ) —OR 6 ^Tc\t 
-P0 2 -R 6 CStt. H «B*««f *&»C ...yJW ; R'ttUER'i 
PQStt ; R 6a ttMI3R 3a il^lc^ ; R 6b fctR ^H*****"*") -e&ZtlZT 
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mm r7'>M^yJ ttTH ME rrv;kl HBTfi&<£n& 

t*->*i*tf6ft, £?£l<<&> j£:-0-C0R\ -0-C00R\ -0-CONHR 
5' 7 . -P0(0H)-0R 7 ££«-P0 2 -R 7 CSC*, R 7 «l9fBR 3 tl^S^^ 

25 

1.3-f7y-;i'-2-fJk4 I 5-ykHP-l H-2-— f ^ £V U &&*3§ 
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•f;W&:£) ; iStftS^bT^Tt>J:^C 6 _ 14 7U— ;V-*;W^-f;V Of 

JrutrMfrtitt* ; IIUIStl/TWbAW C ,. 14 7y- 

io xzMj^^tS b\ 4-* f^S^xrJWWW^tJ-S ; fi& 

n- (g^swbT^T'bi^c fl _ 14 7U-;u-*;^-;w -n-c x _ 

y (jff St < tt7i^75 / AM^V75 y^f) 

T*>iViC 6 _ i4 7U-;i/^;^-;i.75y ($?£b<te4-* h^v7x- 

)VX)V&-)V7S.;tSia) ; f IS&tLT^Tt>J:Vi c 6 . 14 7U-;v-* 

25 ^DD7xr;k /^^x^K * h^y7xr;W &<Hfc*?5Ifce&& 
Ar $F£b<te, /ND^>Sf (fftb<tt7 5/i, «*. ; 
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N- C««lS*J&bT^T i biViC 6 _ 14 TU-;P-*^fc;W -N-Cj_ 
8 7)\,*)\r7 5 y ($F£ b < ttN - 4 - * b*5"0!/-f )V- N - ;* 3^7 5 

J L < S7x^7 S J #Jl^ - JUT i= / ft £) ; WftSS^l/TV* 

twc 6 . 14 7'J - jv* - ;i/7 y (^b<»4-^^>7x- 
;w*;u*-;i^y==y&a ;tiSSlrU^T ! b < t^c 6 . H 7'J^-A 

3rLTl>T'fe<fc^:7x~;W If7i-'J^ ($F*U<«4-tf7xr:U;W , 
-2-KU5?JW , 7x-Jl/-7'J^ (SF*U<tt5-7x-JP-2-7U 

;w , 7xzi;i/— f v^u-y-^ (^L<fj3-7x-;v- fv^u- 

15 V-JV-5—i)V) , i?7x-;|/-W/-;i/ <#£.U<»2, 4--^7 
x-JV-L 5— f ;w , lf ij^-7x^ (0£L< 
«4- (4-KU5W) 7x-;i/) * 7x~;V-fcrUSi?-J!/ (^b<U 

2-7x- ;l^-5-tfU5>?-;w % ^>^77^-7x-;v (#£L< 
«4- .(2-^>v p 7^n;p) 7xz;w , 7>j;v-7x-^ ($f£K« 

20 4- (2-7U;l/) T?&&„ 

Ar ^Jfl^ttTH. t^V, mmS*WUT^Tt>J:ViC 6 _ 
14 TU-;i/ (ffSL<tt7x-;P, 7MD7x-;k ^DP7xrjK ;* 

^7x-j!/. /h+y7xzjw ^ eiiinstMs-en^n 1 s^a 

25 1. 3-»D--Mft)W^n5. 
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(DCj^mi/XWAtf, -CH a -, -(CH 2 ) 2 -,.-(CH 2 ) 3 -, ~(CH 2 ) 
4 -, -(CH 2 ) 5 -, -<CH 2 ) 6 -, -CH(CH 8 )-. -C(CH S ) 2 -, -CH(CF ,5 
-<CH(CH S )) 2 -, ~(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 3 ) 8 C(CH 

(OC.y^X^ -CH=CH-, -CH 2 -CH=CH-, -CH 2 -CF 
=CH-, -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -> -CH 2 -CH 2 -CH 
=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH a -fc£) ; 
(3)C 2 . 6 7^l^>««^, -CSC-, -CH 2 -C=C-. -CH 2 ~C=C- 

ch 2 -ch 2 -&£> uE-frmiz>nz>« 

D7 wxc 5 - 8 ^ d7j^ seat© 2 ®<D*mmttm>xx% % 

l, 3-v-^a^>^^>; i. 2-^n^^;i. 3-^0^ 

*i>V>\\. 4-^U^^U>; 1. 2—>^P^^>;l. 3 
-^□^\^lx>; 1, 4-^D^^U>; 3-^D^-fe>-l. 

b <^_0-, -S-s -CO-, -SO-, -S0 2 -, -NR 8 - (R 8 ^tuf5fc^l 
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v^^j tcfetts r^^j (DmteMtvxMTKisfrhcDtfm^znZo 
stciz 3 m^) 3rwm&k{t*m£rcte io mffi&gm^mmmmmx&z. 

Ar mzftS. L< ij 7* l/>-?i&So' 

3\>k *fVttM sec-:/^;k tert-^;K ^>^;k 'Mr^fc^as 
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rAny>^tiT^T'fe«fcV5C l _ 6 7;^;i/-*;^^V'J » r/\p$*> 
io mm tutu saiBAr »tsr*m rw«tt*LWT%>j;w*tt*j 

20 ^a:< it i ***** aaww*«*» 

#&*tfns lfcViU3*©^P***3&K:*^WTfc£<* s&k 

i^x iWJ>, mM'Jx twjs?>, tr^^v 5 ^ tfPU^x 

25 ^^fl^MSX ^kHDH'J5^X 

7$>» u.5,6-fh7tHak:'j^>, ih— rs*v-;k 

H p_ 1H _^ 5 ^/_;K 2,3-5?fcl«D-f VH-JW 1, 2, 3, 4-7" h 7 fc h* 



45 

*tt^fe< 15 

5 > v ;fe]-fV^y'J>, ^K^fcHa^>\/[b][l,6]^->'^'J> > X 5^h^t 
h'P^> 4 /[b][l,7]t7f'JyX ^h-^hHDtfU K[4,3-g]^/U> 4 ^ 
h^tFatfU H[3,4-g]^y'J>, ^Fr/fciFutiU F [3, 4-gW V*/ U 
fh7k FntfU FCM-gJ^/^-frUX T t Hn b!U F[3,4-b] 
3V*U-U>; Tb7kHnt!Uh*[4,3-b][l,5]WJyX fb7tF 

10 Dfcf'J F[3,4-b] ^b^tKotfU F [3, 4-g]=^/U 

f h7kh*at!ij H[3,4-g]^^^>?>, ^h^tHP^-^hCZ^-dlTiftr 
X xh^hFaT-fcftV [4,5-gHy*y y>, ^h^fcFDT-iffcT/ ' 
[4,5-b]*/iJ>, rh5k FDTiftfy [4, 5-b]^/3^-iJ >, fb^kK 
nr-if fcV [4, 5-g]^/^1tU >, ^ h FnTif try [4, 5-b] [1, 5]7"7^ 

16 US?X rh7k FnTiftf/[4,5-g]7^^^>, AWkFnt7h 

K.S-dJTl/v'^, ^ij-kH07yW[4,5-b]^;UX ^F^hFD-fl 
-%)VtfV>, ^h^t KDkf'j KC4.3-b]-r>F-;K ^F^kFntfnn 
^h^h FnlfDD[2,3-g;K U >> ^F5t 
FDkfU F[3,4-b]7#US?>, fh7kKolfU M3,4-b]7i7-^>ftf 

20 #W&ft£ 0 tefrXh* Th7kHD^/[b] [l,6]^:7^y>>>&<H 

25 MAfcfl &^L5|®, £?i:L<&l &V>L3^T&5 0 fi&Slfc#2 41EUi 
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4' - * o n -N- [2- [ or. N-i? * ?;W7 a y ) * hh¥- / u ~;w [i . r - 1* 

4*-7;^p-N-[2-(i-tf^u^-;^^;v)-6-^yun;w cu'-tf^x 

10 ;W-4-#;v#**tf-5 P ; 

6-(4-7;^a7a:-JW-N-[6-a-lf.nU^xjv^^;l/)-2-^-7^;Wriri^ 

6-(hod7x-;W-n-[6-(i-ko U s?n;^5 l ^)-2-^-7^;W==i9 ! -> 

15 6-(4-^^;V7x.n;i/)-N-[6-(i-tfau> J n;V^^;w-2-^-7^;i']-^^> 
rap ; 

. e- (4- 7Ma7x -N- [6-[(^W5;) * -2-^- 7 5P;W = 3 
6-(4-^nD7^=-;w-N-E6-[(^5 : -^T5V)^^;w-2-^7^;w-3^ 

20 >75H; 

6- (4-* x W -N- [6-[(5?^^V75y)^ -2-^- 7 ~3 * 

>7SH; 

25 4-(4-^ h+^7x-jw- N-ie-a-trciu^n^^^w^-^^^w-i-tf 
4_(4_^^;v 7x -;i/)- N-[6-a-tfuu^n;u^^;W-2-^7^;v]-i-tf^ 

4-(4-^^;P7x^;W- M-[6-[(^^^;UT5y)^^;W-2-^7^3-l-tf 
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5- (4-^7 D D 7i^W-N- [6- [ & * 5/)^ -2-± 7 -2-tf 

5-(4-^;^n 7xnJW-N-[6-(l-E D U S?3iJV>^;W-2-±7^;W-2-kf 

5 4'-^;i/^n-N-.[6-[[4-(4-^ h^^>7x-JW-l-^U^W>5 1 ;W-2- 

4' D D-N- [6- [[4- (4-* h^y7xZ;i/)-l-h^'J V~)V] *J-)V\-2-ir 
y^M [1, l'-h'7xn;i/]-4-^;i.^it= F ; 

4'-;* h^v-N-[6-[[4-(4-^ h ^i/7xZJl>)-l-h°^ U >?-;H -2- 

io iry^M D, l'-tf 7xn;w-4-*;u^^r-y-5 F ; 

N- [6- [[4- (4-^h^y7i n;W -1- tf 5?— ;W ;* -2-3-7 -4' - 
^^KU'-lf7xZJW-4-*J^U-$ F ; 

4' -7)V* P-N- [6- [ [4- U-7)l* P 7 xn;lO -1- if ^ u ;w -2- 
rf-^SVW [1, l'-lf 7xr^W-4-*;Va|?^rifs F ; 
15 4 ' - ^ d a -N- [6- [ [4- (4- 7 p 7 x n;w - 1 - tf^ u - ; W ^ gvv} -2-^- 
7^;W [l, r-H7x-;v]-4-^;^its F ; 

N-[6-[[4-(4-7MD7x-JW-l-hX'J ^-;^]^^;w-2-^75 L ;^]-4 , - 
^h^^[l.l'-lf7xZJW-4 : *M*t5 F ; 
N- [6- [ [4- (4- 7 u 7 x -l - tf ^ u 5?-; w ;* -2-^- 7 -4' - 
20 r-tf7xd;w-4-*;^^$ f ; 

4 ' - 7 P -N- [6- [ [4- (4-* 7 x W -1 - tf ^ U W ^ W -2-± 

!73MW [l, r-t!7xn;W-4-^;v^it5 F ; 

4' p D-N- [6- [ [4- (4-* =f-)V7 x-JW -1- 1!^ U y^JH ;* -2-^37 

^p;W [l. r-tf7xr:;p]-4-*;i/3|?^5 F ; 
25 N-C6-[[4-(4-^5 1 ;V7i-;w-i-tf^u ^;w^^;w-2-^-7^;w-4'-^ 
h^^[i,r-H7xn;i/3-4-*;i/^ij-$ F ; 

4' ^JP-N- [6- [ [4- (4-* ^;U7 xn;u) -1- tf ^ U ;W ;* -2-j- 7 

^-M [i, r-t*7x-;i/]-4-*;i/^+it5 f ; 

N-[6-[[4-(4-t HD^'>7x-;W-l-t?^iJ ^)V\^)V\-2-±7^)V\- 
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4-(4,7^P7x^V)-N-[6-[[4-(4^ h^x^H-^'J *->H " 
4 _(4-^DP7x^W-N-[6-[C4-(4^h^^7x^W-l-^U^]^ 

4-<4-* h^^7x^)-N-[6-[[4-(4^ h^>7x^)-l-^U»] 
N - [6 -[[4-(4-* h^^x^-l-^y^^^ 7 ^-*:' 

4- (4-* DD7x^W + [6-[[4-(4-^^ x^)~l-^'J *=^W 
4 -( 4 -^ + i,7x^)-K-[6-[[4-(M^7x^)-l-^U^^^ 
4-(4^^7x^)-N-[6-[[4-(4-^^xr:;W)-l-^U 3>=yM 
4 -(4-7MD7x^;W-N-[6-[[4-(4-7MP7x^W-l-^'J^JH 

4- (4-* P P 7 x^) -N- [6- [ C4- (WJWD 7 x^V) -1- 1!« U 5*2/W * 

N-[6-[[4-(4-7MP7x^)-l-^ l J^^^^- 2 - t7 ^ ] " 4 " 
N-[S-[[4-(4-7MP7x^)-l-^U»]^^-2-t7^H-4- 

N-[6-[[4-(4-^PP7xr:;W-l-tf^U^W^^W-2-^7^]-4-(4- 

7 j^P7xn;v)-i-tf^U^>*^^- F : 

4-(4-* DD7x-;W-N-[H[4-(4-^ PD7x^)-lWJ 
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»*l/TV»TfciK ffr&fc (I) (10 t4, ^SftWIgS^ 

5 Tfc«fcH. 

KG® ( I ) * £tf ( I ') (OT, *5BMfett&NHftr« c ijftt**) 

io £nwc&cfcv> 0 

*»wiaMitft, mmm&ft*^ 
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;Wb, enUv^w/^Wb, e/XD-f jv^S'^^Wk t e r t 
/WSWJWfc 7n/V-OWk fcf/to-OWb, 7TU;v 

item (io ©**#*^;ws#x;*^;wb, Ffcsnfcfc** mi. 

"fl5-&* (10 ©fc^^S/^tfX^XJWWk 7x^;PxXr;WL 
ji,**>^JVxxx.>Wb, x h^i/*;^x;^^^x^;Wxx^JWb, 
-4--r;w *^;wx>wwfc ^^d^^v^^^^x^x^^x 

is MttS#4»il«)3!i»fc±3Tft«l (10 

£fc> (10 ©7*dH77^ ^11*01 9 9 0^ rgESiao 

20 *BgB<b£*Wu KTfctS**-* [Wftttl] fc^b 

te^ mmt^mtvxm^n^i^m an (xiid , 
(ivo , {b-&fci (ma) , tt&m (nib) , (me) s ^b^ft (nid) , 
<b-&« (mo . (iiih) , fls^tt din) tt, ^n^nitUTffi 
25 V>Tt,«kV>. MBbfcftft* (i) cio «o 

"FIB CD [»«»!] 'ft^b £«£&7] fcfcWC, XiWMbJjOS, JW* 
jffiEJ&* TS^flsJE*, XXxJWbE^ 75Ffl5E** XXxJWtKJfc* 



PCT/JP01/03614 

57 

£: E&mi £ 0 frfrT WSC L V^o 

<tt^DD^», X.-y")VJfk®m (fr £ t < THF) <£:##tf S>n<E> 0 

io i ) m?LteT)Vft u #m sfc u ±m^«©**{b4fc 

15 #U.*A^tf*^;i^$/5$>l*fc2) , 7)V%V&M&1t\t7JV 

%v'±m&ma>{&R7)\'U*r*s}! ^-hu^A^h^->n, ^hj^a 

2) M^ti, 7jv*v&M&fcK7fr%v±mMto*mfcto cm. *m 

fti^hU^A, *R<fc&y>>A\ tMMKU^a, *BMfc/ty*A&£) , 

StK**^-hU^A, UfrAfcg) 

3) MJX5F;k7==X -MV^uM)V^)V7^>s N-*^ 

25 ;he;u*u>» y^^75/t:uyx dbu (i, s-^y+Ft^o 

C5. 4. 0] £7>-xX-7-X» , DBN (1, 5->?Tiflf->^U [4. 
3. Op />- 5-x» fc£©73>£;09*tffc?US>>, 

So 
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tt, HJ 9 A. M»*y*A* Wt^-hU^ *afW-HJ*A< 

r - /■•-, ■ 

HI — N — (CH z )w4 — Ar— Y— I*' } 
(Ilia) \. '■'">'' 

*-;m^ *h*^#;v#~;K tert-^r^*^ 

XT^IUK ^Wx^->'JiK tert-^;V^^^~>'J;K tert 

3**fc», C^yj^^* XMrX ^D**3/ 

frg) £fctex b nft2T?W«nWbJ:V». 
KftftSffHU «AI*flS**<I"i>** ***** 
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Li?7K2.n% toisj turn mx.m\ur>gfr &*« 

Tfe«fcViC 6 _ 10 7U-;^^-;i/^>'j CD^ttTd ^>*fef>* 

» r^gttumu turn y;vn-;nsi§j& x-t\h,**wi, 

APy>ft^b**3R»ii, 38rS*»»«, -hiJMil, T5H*»«t. 

N-^^Wji,A7$ F (DMF) , TirbX x^y-;k fcfus?>& 

<fc^(IIIi)<DMa«, fc£4SKiiib)fc*JU 1 SS&l>L 100 ^a~eab 
^4ft(llli)* J R*»*SE'«ffl^T'bJti'i. 

U>7A, i*g£zMf^hU<7A, KSMc**U»>/x, h'Jx^75>, tfU 
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2761 (i992)fe^fclB*©^**^tt^^*^* K * K: * rr:::tK: * oT 

$s 10 ^tfc^T^ 

15 3212 0991),' 5>*-** ^ ^T^>W5^h'J-, 35 % 2761 

fflSSft:** 0 II i) tt. ^4^©**" 0 - 
20 -fb-&«aila)^ 5£ 

© I 

W— N— (CH 2 )w4 Ar — R 9a CO R 9b 

(lllc) 

25 ^*(iiii)t*S«**2:tK:J;oTWert-«c:tW*6. 
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fls£tt(IIIa)fck ^ 



» — N— (CH 2 ) W 4 — Ar R9a — coo — RSb 

5 (Hid) 

ffr&#KlIIa)tt % ft 
R 8a 
1 

■ — N— (CH 2 ) w4 — Ar CH g 

(I I If) 

^D-y-f^;^, 22, I85 (1984)ai!fcB«©^tt)t < tOx«>ft : ^ 

ascKfcfct a«a7asft«^Tffton*. WKaiuuju *ii<t* 
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A^-CCH^s-COOH + H0-(CH>4 -Ar-Y-N x 
(ID «« 1 V J 



Ar 1 — (CH 2 ) w3 — co ° — (CH P» 4 — Ar— Y— 

(lb) [ V ..' 



5 ©-os^*av)t*. 3Rgtt»*+irK*a*«- ***** 15 ^ ViL 

^v.TU^. fc*T*>. ^on^X *pp* 

KJtHUEtt* ftfc-JO'C&l^BO'C, »*L 
W*5*HBfcV>ly40l«i »*U<ttl^bl8firIHTfM- 
20 <fcG*W>«* *l*tf 109888156 fct«©*tt**^H: 

;:n^f-5^iao »5 c: tan?**. 



[»ft&3] 
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SDOMOnift, 0. 5 fcUL 5 ^*($f *L<fi 1 fc^i, 1. 5 Sft)® 

-hU;i^*£&, ***** 
<r>TfeJ:fc. toft»Tfe, T-kh~hU;k ^DD^X ^n^Aft 

®^ 5 aiHJfcVJ L 40 £ L, < » 1 L 18 PfMTfc*. 

5 £ (I) ^^TX^-(CH 2 ) w3 NR 8a C0(CH 2 ) w4 -^-5^#J (I d) 

(7S 

R aa i 

Ar — (CHPW3— NH + H00C — (CH 2 ) w4 — Ar—y— ') 

< VI > (vii) ( \. ,? 2 - y 

Ar 1 — (CHp w3 NCO (CH 2 ) w4 — Ar— Y— 

(Id) [ [ jf-' 
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<b«« (vi 1 1) * WWfc*» (ix)' tt. a#»»io**fc* « Mlr * 11 * * 

(x) \ 



«■••■ 

A,'— Ar'— X— Ar- 1-»<^ 

• R ■• 



(10 



BAH* > «?£ b < Si**- *» **V>BV <J 7**B ^ f 
• -E-CDfflSfflta-tBWSBtB****"*' 5 

-Ar ! '*ts»*a*bT^>TfcJ:^>H7x-';;^-es^.«&« s s l *b , ' 1 • 
7U-**5.yu>f«EK». «*•«• r?* f-s* 

X*>y^t;7 (Ada. ChemUa Scandinavia) , 221-2301, 199 
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L— X— Ar— Y— \\{ 



R •*-. 



\ 2 J CXI,,) 



i <b&® (XII) *£tfftfett (xiii) &#4WB©3SFttfc:j;t)«JBr*c 

una ^f^»j .fcim h;nx =h>ux 

lufBU;p^~> Km LTtt, W****^ H (DMSO) 
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.rw^» *m*< ***** ^/ftffl*fc^^*" 

(Protective Groups in Organic 
Synthesis), John Wiley and Sons fl(1980)K£«3«©*ttfe^^5 

M©«-WWIfcbT«JBT!**. *fc ****** 

ky^, ^> 
wK«sr*«fc^ M*tfBf« cm. *mmhmw 
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(l-hpc) fc£#3§tfsns. 

v^nrf-;K h^DP^Ififef^tf ens. 

WWIfcl/Ofc «*tf, y>Wfc, imtfc *x>j£&fc£© 
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<ft7W>IID » JTT-501, GI-2 6 2 5 7 0, MCC-55 
5, YM-440, DRF-2 5 9 3, BM-1 3-1 2 5 8, KRP-2 
97, R— 1 1 9 7 0 2li£ifi&tf 6*1*- 

^.j-K, =^U^H (KAD- 1 2 2 9) , JTT-6.0 8&» 

X'J^tWf6n5.-07'J>tUm 0. 45*60. 9 (w/ 
w) x©m«**tH>*U>lEI&:*ftiE». «yn^3>*J:lW> 

-r>*u>fc«. as»su *® m " 



^u;k (W) x^yu;i/, usvr/yjk <5^yu;K 

^rtVu;k >>7^u;k ^&#yy;k h^>h*^yu;k (&gt) 

A U*A^* LTtt, «^.ai/^P7*iJA, L-27152, 

AL 067K NIP-121^if^tfSnsi 

^i^->^;k A*;nt;i^>, <f ;wwi^>, cs-866, B4i77&£*>s$§tfs 

10 tl&o 

±ib ncjnjutt«ms (fMK«^f&*&) j turn wtlhthmg- 

JblH rj£F5fc8j tum P;^7"tf#+^ F, ^TifAA, 
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25 



q 



d : #~?Vv F (doublet) 
t : WJVv y (triplet) 
Prfrf-y b (Quartet) 
•7J^Vf b (mu 1 t i p 1 e t) 
b r : ^O— H (broad) 

j : *yzrV>if&& (coup ling constant) 

Hz • : 'VH^ (He r t z) • 

CDC1 3 : S^PP*M 

DMSO-d,:rWW**">H 

THF : fb5th*077> . 

DMF : N. W—?*7)V*)VJ\7^* 

dm so : ^jwi^wMts/f 

WSCD : (3-^75/^) *>* 

wsc 

J H-NMR :yDh>Kl^i 

(i#7'J-#&CDCI>T?iM«^. ) 
I R : g^MX^7 WV 
Me : 

E t : X^JV 

HOB t : l-tHn^>-lH-^/h'J7^ 
I P E : V t!;VX— t 1 ^ 
DMAP : fr-^WS;ifU5» 

IUPAC-IUB Commision on Biochemical 
Nome n c l a t u r e fc±5l«***^tta«»»fc*»J*«ffll«*R: 



l-X^-3- (3-^^V75;7"Ot:;W 



A r g 


; y JV-T / 


H i s 


• CAxy/ 


P h e 


■ 71^77— 


T v r 


: 


T r r» 




P t- r\ 

r T O 


: !/o U > 


As n 


: 77^7^> 


Lr i n 


: 201^ 5 > 


p G 1 




Me 




E t 


: x^;vs 


Bu 


: r/^VS 


Ph 


: 7i-JH 


TC 


:f7»/U^>-4 (R) 



15 







To s 


: p - h;i/x>x;V3}N-;i/ 


CHO 




B z 1 


: ^>zt)V 


C 1 2 B z 1 


: 2, 6 ->*i7PD^>>?;|^ 


B om 


: ^>> f ;^^^^^;i/ 


Z 




C 1 -Z 


: 2 - i; D n^>y;w^ ->^Mz^ 


Br-Z 




B o c 


: t-7h^yM« 


DNP 


: y-bD7x/^ 


T r t 


: hu^;i/ 


B um 





WO 01/82925 



87 



PCT/JP01/03614 



k h SLC-1 <D±T5. J mS2?'J^^i". 

k h SLC-1 (S) 1 3- W * cDNAOX* U Ufc^DNA fcrfT. 

5 fc b SLC-1 (8*3-1*** cDNAOX* -U-=:>if fc«Bbfc«WAfc^. 

(IE^J#^ : 1 23 ' 
k h SLC-1 (L) fc 3 - W cDNAO** U -~>^fflbfc^DNAS*T. 

k b SLC-1 (L) M- W cDNAOX* U-^^Ufc^DNA*^. 
10 CE5!i## ••14) 

5' flic Sal iWWEWjWWDSn. IBM****** 
fchh SLC-1 (S) cDNA ©£*g£E#!&^"- 
C@3^J#^ : 15) 

15 fckb SLC-1 (L) cDNA <0££*E#l 
CE*I##: 1 6) - 

k h SLC-1 (S) ^CHOM^^kh SLC-1 (L) ft* CHO n-^ 

icwft sLc-i mRNA ©^a&«-r*fese>^^b^u^^o-^ 

(riboprobe) ^tkTo 

t«J^^5l*fc*5*«eft# Escherichia coli DH10B/phSLClL8 J4, 

vai i*2* i BA^mis^xm^^x^x^w^m (n 

IBH) fcWHWFERM BP-6 6 3 2tb"C> ¥1*11*1*2 1 
g^^A-W^dFO) fc*K»*IFO 16254£b 

25 T«tsnT^«. 
###!! 1 
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fi-jflfi: C, .70.31; H, 7.01; N, 5.12. 
mmm. : C, 70.36; H, 6. 89; N, 5. 14. 

3) WiB2)T#fctert-^5F;l/ 6-(t: Fn^->^;W T-JUX- 
A^-h (1.00 g, 3.66 mmol) £v£nD*^>(l8 ml) KigiSU 
>#>(1.59g, 18.3 nanol) ^Jn*., S^4P3P B m#L£:. ^F»£3£ 
3f££MJ5ETK:2ii&U ^vynifJUJi-^]^^mm<tVT, tert- 
6-*;P5;i,-2-^7^;^~A^-h (889 mg) £fifi&£<ht,T# 

fee 

'H-NMR (CDClg) 6: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
d, J = 8.4Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 

•4) mm3)-cmrctevt-^j\, Q-^^j^-i-y^juti-^^-b 

(300 mg, 1.11 mmol) £V*^)\,T5;>mmL (270 kg, 3.32mniol) 
7-;K2 mI)«J:^h7hKP7^>(2 ml) <Dm&®miZ®MU ->T/bV 
kHnS^ltSU^ (210 mg, 3.32 mmol) ttMfL. ^T2^t^b 

-)l=l O : 1) fcT*fif«U mm<k-£%J (242 mg) ^ifilftttt-LTi 

'H-NMR (CDCI3) <?: 1-55 (9H, s), 2.27 (6H, s), 3.54 (2H, s). 6.75 (1H, 
s), 7.32 (1H, dd. J = 3.1, 8.7 Hz), 7.42 (1H, d, J = 8.4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 
###!I2 

tert-^Jl/ 6-Cl-tf D U ^-)V^)\d~2-±y^)Vti— A**— h 



1 <D 2)X-mc Uri-y^)V 6-<t h* 0*5^ -2-^:7 ?-;w!7~- 
Apt-K500 mg, 1-83 mmol) i hUx^;U7 5X0. 254 ml, 1. 83 mmol) § 
T- h 7 1 H D 7 9 >(9 ml) fc»#U *&T* ^ >X^"j^ D U H (0. 142 
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.1) fc**U*»T S J 7° 5 

Pttftt <833 ^ 4. 84 -bl) 1^1^ BOCTlWBWb 

^ Dt r^'j;)*^n-2-t7Vx-h 054mg) bT# 

« (DMSO-d 6 ) a: 3.95 <3H, s). 7.58 (2H, d. I = 8.6 Hz), 7.82 (2H, 
10 d. I - 8.6 Hz), 8.07 (2H. d, I = 8.6 Hz). 8.22 (1H. d, J - 8.6 Hz), 8.29 
(1H d J =8.6 Hz), 8.63 (1H, s). 8.72 (1H, s), 10.64 (1H, s). 

2 ) ^iai)t#^^;v6-[(4-^a^7nuy)^;^;w-2-^7h 

X-b (900 mg, 2.34«ol)fe^h9krtn79>(10«l)fc*»U **T, 

'H-NMR (DMSO-d.) «: 4.71 (2H, d, J = 5.6 Hz), 5.41 (1H, t, 3 = 5.6 Hz), 
20 7.56 (3H-, m), 7.82 (2H, d, I = 8.4 Hz), 7.92 (1H, s), 8.02 (3H. m), 8.54 
OH, s), 10.53 OH, s). 
###15 

N-[2-(t HP^5/^^;W-6-^/ U =JW7"t ^5 H 
~"OH 



1) 6-T^y-2-^^;V^/ , J> (1.02 g. 6.45 mmol) ftKU3?>(30 
■1)KW*U (0.913 ml, 9.67 mmol) «IT?3PWH» 

N-(2-^^;w6-^yu-;w)T-fehTsH u.20g) ftM»*fci/r*fc. 
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fc-S® (900 mg) ^*tHifc ( 

'H-NMR (CD3OD) 5 : 2.23 (3H, ,). 5.12 (2H, s), 8.08 (IH, d. J = 8.4Hz), 
8.17 C2H, s-Iike), 8.74 (1H, s), 9.01 (IH, d, J = 8.4 Hz). 



H 2 N" - — . 2HC| 

&SI&(900.mg, 3.32iDmol)^5^^ (17 ml) ftJn'A. 100^2« 
LTMHfcfcfc (849 mg) ^tLTife. 

'H-NMR CCD 3 OD) (J : 5.07 (2H, .). 7.42 (IH, d, J = 2.4 Hz), 7.71 (IH, dd, 
J = 2.4, 9.0 Hz), 7.95 (IH, d, J = 8.4 Hz), 8.06 (IH, d, J = 9.0 Hz),' 
8.78 (IH, d, J = 8.4 Hz). 

4' -2 D D-N-[2-(* DD^)-Hr; U=JW [l, f -^ s ^]4-j|| 




XCr- 



i' -* n □ [i. r -tf 7 x -;w-4-*;u*>it£ m >T\ n»y 1 © wsc 



'H-NMR (DMS0-d 6 ) 5 : 4.95 (2H, s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (IH, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7. 8 Hz), 8.01 
OH, d, J = 9.0Hz), 8.09 (IH, m), 8.13 (2H, d, J = 7.8Hz), 8.41 (IH, 
d, J = 8.4 Hz), 8.61 (IH, s), 10.67 (IH, s). 
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'H-NMR OTCU) 6 : 1-02 (6H, d. J = 6.2Hz), 1.25-1.76 (6H, a). 2.24 (3H, 
s) 2.50-2.70 (2H, m) , 4.01 (2H, s), 7.52 (1H. U. J - 2.2 and 8.8 Hz), 
7.73 (1H, br). 7.83 OH, d, J « 8.8Hz), 7.94 OH, d. I - 8.4Hz)., 8,04 
(1H, d, J = 8.4 Hz), 8.29 OH, d. J = 2.2 Hz). 

jtmmm c 19 h I6 n 3 o • o. 5H,o t vx 

frlTM : C, 71.22; H, 8.18; N, 13.11. 
mmU:C, 71.01; H. 7.81; N, 12.90. 

: 120-122 «C CMfttt* : ^Xfil/-^^) 
##W 1 2 

m»x* mmm e © 1 9 tra*©****** * 11 fc * * 0 ' 

'H-NMR (CDCl,) 6 : 1.06 (6H, t, J - 7.0 Hz), 2.60 <4H, Q. J - 7.0 Hz). 
3 82 (2H, s), 3.91 (2H, br), 6.90 OH, d, J -2.6 Hz), 7.12 OH, dd, J 
= 2.6 and 8.8 Hz). 7.54 OH, d, I = 8.4 Hz). 7.86 (2H, d, I = 8.8 Hz). 
93-94 «C (ttlrfbgtt : VJL?)VX.-t)V-^**» 

N-[2-[(2, 2, 6, *JZM**M-+*J 'J =M 7 



mtotivvk (3.8g, 67.7hddoi) *MZTzm®to®wmvtc. mmrmm 

5 iZ;W-5, 5'-$?*;V^^^-i, 3-Wf> (4.3* 82%) 

'H-NMR (CDCl^d :3.99(2H, d, J=12.2Hz), 4.50(2H, dd, J=4. 6Hz, 12.2Hz). 
5.420H, s), 7.35C2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
Rfej& : 164-165 "C 

3) mm2) T^Z-(HDn7iZjW-5,5'-yAM^J/-l,3-^ 
10 *1f> (4.3g, lSnmol) <!:h'JX^75> (20ml) ©ii£<&£ 150*CTM 
*niftbfc. £«tt«ttET«t«, »*ftS^X^x-^ (200ml) fc 

^WMmtfrU 3R«tfi»*tbTJiiBfl:^tt(3.09g, 85X)*#fc. 

FAB(pos): 243 [MH] + 
Mj& : 183-184 t: 
##0915 

6- (1 - tT ^ y - ^) ^ 7 ^ ^ >-2-T ^ > 




##093T#fc tert-^;i/ 6- (l-tT^U $?x;M -2-^:7 
A^-h (710mg, 2.09mmol) ShU7^nR@| (10al)fc»*U MT? 1 
R3Mi3«#kfc. KfcttfcfcJBTFWifU aartlffilx^ (50inl) £iD*_, & 

fta^i (420mg, 1.75nmo])&8fclffijJgf|£l (/ T#fc. 

'H-NMR (DMSO-d,) 3:1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, brs), 3.44 (2H, 
s) , 5.30 (2H, br s), 6.79 (1H. s), 6,90 (1H, dd, J=8. 5 and 2.0Hz), 7.23 
OH, d, J=8.3Hz), 7. 43 OH, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H, d, 
J=8.5Hz). 
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■H-NMR (DMSO-de) 6: 1.81 (ffl. «>. 2.56 <4H, m), 3.74 (2H, s), 3.80 <2H, 
br), 6.93 (2H, dd. J = 2.1. 8.4 Hz), 6.97 (1H. d, 1 = 2.1 Hz), 7.38 (1H. 
dd. J = 2.1, 8.4 Hz), 7.55 (1H, d, I = 8.4 Hz)/ 7.61-7.64 (2H, m). 
##011 9 

6-[(2. 2, 6, 6-x b 9 ;WM-tWJ *=JM ^JW-W^>7 S > 




mm 1 © 2)T#fe tert-^* 6-(k HP*^^)-l-«^*- 

■H-NMR (DMSO-d,) 6 : 1.02 (12H, s), 1.57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6. 98 (2H, m), 7.41-7. 54 (2H, m), 7.63 (1H. d. J = 8. 4 Hz) , 7.76 
(1H, s). 
##M2 0 

1) KtHoWf^-Wh-H' C500mg, 2.87mmol) ©5?*^ 
mb7 ^ (4ml) **HC*«<W-hU*A (344mg, 8.61mmoI) tin*., 
20 1 WW*Ufc. h^^>T3 H 0.43g, 8.61^01) fc3 
fr<b*U*A (476 m g, 2.87nimol) *tP*., fflTC 16 »W»bfc. ®&* 

25 7^]^v]-2-^^;^P^>75H(506mg) *#fc. 
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6-p< h^-2-±y h7^k H (3. 00g, 16. Immol) £ tfD U >>> (2. 69ml, 
32.2mmol) Of h7tHo77> (32ml) £R« (16ml) *ttfc h- U 7"fe h 
^vkHD^ith'J.^A (6.83g, . 32.2mmol) £ O'CTJD** ^MT7B# 

bfeo «HKft«BET«»bT, MAsM (3.89g) 

'H-NMR (CDC1,) <5: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H. 
s), 7.13 (2H, m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
##M2 2 

• HBr 

2 1 Tffc&ftfc l-[(6-* h^^-2-^- 7 ^; W tr n ,j i?> 

(3.63g, 15.0bdo1) <Z> 48% MttTkmm (75ml) lOO'CT 6 mffl&&l, 

^yynWx-f;WLT,«^ (2.45g) 

'H-NMR (CDC1„ free base) <5 : 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, I = 2. 6, 8. 8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8.8 Hz)., 8.56 (1H, s). 
iI2 3 



2-*3\>W. 2, 3, 4-fh5k HD^>y [b] [1, 6] U v>-8-T = > 

1) 2-T5/-5-- hD^OXTA-xk H (l.OOg, 6.02mmol) t 
)V-4-¥DJi?y> (0.89ml, 7.22mmol) ©X*/-;i, (108ml) #?fcfc:4£ 
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'H-NMR (DMS0-d 6 ) a : 1.33 <3H, t, J - 6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 OH." s), 6.98-7.04 (2H, m). 7.18 (1H, d, I = 2.4Hz), 7.36 (1H, d, 
J = 8.7 Hz), 7.43 (2H, d. J = 8.4 Hz), 7.59 (2H, d, I = 8.4 Hz), 11.77 
5 (1H, s). 

2) fflBl) T#WcX^ 5-[(4-^D^>^)^^-l H ^ > 
h ._ ;w _^;^xl,-h (300mg, 0.802mmol) Ofb^k PD7?><4«1> 
ttftfc, 0t^*fcU**A7*5=L*A (60.8mg. l.BOmol) 1 

^^n^x-f^^>WOWfr,Il^ (2l9mg) *■ 

'H-NMR (DMS0-d 8 ) 6: 4.55 (2H, d, I = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 

1B t 1=8.4 Hz), 6.16 (1H, •). 6.74 (1H, dd, J = 8.8, 2.2 Hz), 7.03 (1H, 

d. i = 2.2Hz), 7.20 (1H, d, J = 8.8Hz), 7.41 (2H, d, J=8.4Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s). 

mmmi r , ^ 

20 4'-*nn-N-[6-[(N, N -^^TS/)^^3-l-^7^]Ciri -* 




(237 mg, 0.789 mmol) *bU7;W-0|» (4 ml) fc»* 

^u*a*»k«jwu t^xwiifiufe. *wk*«*«*-« 
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MffiM 3 

A^-h(100mg, 0.42 mmoDt 4'-^Dnt*7oi-;^;^>M (116 mg, 
0. 49 mmol) Zm^T^MMM 1 £^©^£^5 21 tfc* 0»{b««(103 

'H-NMR (DMSO-d^ <5 : 1.41-1.51 (6E, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
0 (1H, d, J = 8.4 Hz), 7.58 (2H, d, J = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
WiM : 220-222-C : ffSx^JH 5M" V 7 D fc?;i,x-^ ;U) 

N-(4-^D^r^ J :~;W-6-[(>?^^;i/T5y)^^;W-2-^-7 hT - H 
o 



K (349 mg, 0.980 mmol), b 'Jx?-jl/7> >(o. 164ml, 1. 18 mmol) £ N, N- 

z?*?-)V*j\,&7$ H(5 mDic^u *^TJ&ft;**>;*;MsxjHo. 091 

ml, 18mjDol)^in^30^m#Lfc.M«fc^^^T^>mm^(160ing, 
96 mmol)£l*StfJlJ£A(406 mg, 2.94 mmol) grim*., 60*CT 16 P^^l, 
fee STOIC^X^t7K5AD^, SfltX^&ffiL*:. 

'H-NMR (DMSO-d^ 5: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 
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V (92 3 re. o.42t mM-khVxr*7*> Mm °- 512 mon _ 

* (0.0396 ml, 0.512 -oD M*. 3 0#MSt#Lfc. M*?**** 
7 =>Sffi« <«•»««. 0. 854 -01) fcW**U9A 077 re. 1.28-oD 

Jlww _ 4 -*./ij = jM7-fcbT3 1' (71.9 m) 
10 » (CDC1P «: 2.25 <3H. i>. 2.34 (6H, s>. 3.76 (2H. S ). 7.45-7 58 
(3H, d. 8.02 OH, 0, J - 9.0 Hz), 8.09 OH, d. . - 8.4 Hz), 8.31 OH. 

S) 2) Wl)fllft«»-[«.«-^»75y)^)W-«-*^ 'J-)W 

r*h'r= h o 9 o. 296 -oD o.sm) not 

# >B (68.8 re, 0. 296 -ol) fcS>^*ra/KUS»> (81. 1 W 0.296 
»,»«,»-Wf**^75Ml.S«l)C»*^ *»T. l-x*JW- 
2 0 9-?Jlf*TS;rBK*)-*»«SM3WWI «••«■!. 0.296-01) 

«x^T*tmu*:. wmi£*ewi»s*-«^- oat 
25 i-x* (i : s) *6«MMfcu (60 - 6Bg) *es«a*tu-r 

'H-NHR (MSO-d.) 6 : 2.23 (6H, s), 3.67 (2H, s), 7.68 (3H. 7.82 (2H. 
a J = 8 4 Hz) , 7.89 (2H, d, J - 8.4 Hz).- 7.96 OH. d, 1 - 9.0 Hz), 8.04 
OH dd I - 9.0, 2.1 Hz), 8.13 (2H, d. 1 = 8.4 Hz), 8.29 (2H, d, 1 = 
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O 



mmm 7 © 1) N-[2-(i-en u ^;m5p;W-6-*/ u =JW 7-fe h 

7 5 H t 4>* D P If 7i-MM> 8 ^ WT, ftjNM 602) &m*® 

'H-NMR (DMSO-d^ 6: 1.77 (4H, in), i 65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
M), 7.59 (IH, d. J = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8. 4 Hz), 8.54 (IH, d, ;J = 2.0 Hz), 10.61 (IH, s). 
FABCpos): 442.1 [M+H] + 

MA : 200-202T: <»MaMg : Ittx^-^y^nWH-^) 
4'-7;^D-N-[2-(l-^U^-;M^; W _ 6 _^ yu _ ;WtlI ._ tyx 

n;W-4-^;i/^^-y-$ h 



l ) ##M 5 t#& N- [2-( t K n+s/jww -6-*y u - jw r-fc h 7 5 
^[2-(i-^'j^^)-^»;=j W 7thr$i«ftefi»*i:L 



'H-NMR (CDCI3) <5: 1.47 (2H, m), 1.64 (4H, m). 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (IH, dd, J = 2.4, 9.0Hz), 7.60 (IH, s), 7.67 (IH, 
d, J = 8.4 Hz). 7.98 (IH, d, J = 9.0 Hz), 8.08 (IH, d, J = 8.4 Hz), 8.30 
(IH, d, J = 2.4 Hz). 

2) IWB1) ^^N-[2-(l-tf^Uv-;M^;W-6-+/U-;i,]r-fe h 
75 K^4*-7;P*Dfcr7x=^*;PaK>«*«n T% ^»J 6 ©2) tnm 




WO 01/82925 



111 



PCT/JP01/03614 



■H-NMR (CDCI3) 6 : 2.25 (3H, s), 2.55 (4H, t, J - 4.5 Hz), 3.75 (4H, t, 
I = 4 5Hz). 3.81 (A s), 7.42 (1H, br). 7.51 (1H, dd. I = 2-4, 9.0Hz), 
7. 60 OH, d, I = 8.4 Hz), 8.01 (1H, d. J = 9.0 Hz). 8.09 (1H, d, J = 8.4 
Hz)," 8.32 OH, d. J = 2.4 Hz). 

2) mai) T»fcH-t2-(^E^*u=^^w)-8-*^ y=ywr-feb 

'H-NMR (DMSO-d.) 5 : 2.45 (4H, t, J - 4.5 Hz), 3.61 (4H, t, I ■ 4.5 Hz), 
3 74 (2H, s), 7.59 (3H, nO. 7.82 (2H, d, J - 8.4 Hz), 7.88 (2H, d. J = 
84Hz).7.97 (1H. d. 1 = 9.0). 8.04 (1H, dd. 1-9.0. 2. 1 Hz) . 8. 13 (2H, 
d. J = 8.4Hz), 8.30 (1H, d, 1-8.4 HO. 8.52 (1H. d, J=2.1Hz), 10.60 
(1H, s). 

7tm»ism c^cinsO^ut 

15 ttJMt :C. 70.81; H, 5.28; N, 9.18. 
*M:C. 70.66; H, 5.31; N, 8.90. 
HA : ' 236-238-C • CttBtt** : *M V ?U tf *X-^>» 

N-[2-(4-^UX)^^)-6-^/ U=JM CI. r-tT7x^W-4r*/V 



10 




jocro 



*ftM 1 1 © 1 >"C»fc N-[2-(4-*;V* U =UV^^)-MP^ 'J =>M 7 * 

'H-NMR (DMSO-d,) 6 : 2.47 (4H, t, J - 4.5 Hz), 3.61 (4H, t. J - 4.5 Hz). 
3.74 (2H, s). 7.44 (1H, 4. 7.53 (2H. m). 7.61 (1H, d, J -8.4 to). 7.78 
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H 



Me' 



. nmrni i©i)wcN-[2-(4-^ij^^)- 6 ^yij- ;W7t 

6 'H-NIiR (DMSO-de) d : 2. 39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H. s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, J 
= 8:4 Hz), 8.01 (2H, m), 8.12 <3H, m), 8.31 (1H, d, J = 8.4 Hz), 8.42 
OH, dd, J = 8.4, 2.4 Hz), 8.52 ClH, d, J = 2. 4 Hz), 9.23 (IH, d, J = 
2.4 Hz), 10.72 (1H, s). 
10 jumfrffim. C I7 H J6 N 4 0, • O.BHjOtUT 
fUNt : C, 73. 95; H, 5. 98 ; N, 1 2. 78. 
Sftftte : C, 73. 92; H, 5. 92 ; N, 1 3. 01 . 
MA : 214-216<C CftMMfttt : ffill^-^ s J~f\2 fcf;p x -^;i,) 

mmm 1 5 

15 N -f2-r(^?;i,75y)^^;w-6-^yu^3[i,r-tf7x-;i/]-4->!7 



mmm eoi) n- [2- r & n 7 ^ 3^7 ^ y ) ^ 5p; w -e-* y u - ;w 

'H-NMR (DMSO-d,) 5 : 2.23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
OH, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (IH, d, J = 2. 1 Hz), 10.59 (1H, s). 
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'H-NMR (DMS0-d 6 ) 5 : 2.23 (6H, s), 2.39 (3H, s), 3.67 (2H. s). 7.36 (2H, 
d J = 8 1 Hz), 7.59 (IH, d, J =8.4 Hz), 8.02 (2H, *). 8.12 (3H, .*), 
5 8 '30(lH,d,I = 8.7Hz).8.42(lH,dd.J = 8.4,2.4Hz),8.5iaH,s), 

9.22 OH, d, I = 2.4 Hz), 10.72 (IH, s). 
Ttmftttfe C„H M N 4 0£UT 

ftiSfi:C, 75.73; H, 6.10; N, 14.13. 

£ttti:C. 75.44; H, 6.19; N, 14.12. 
10 OA: 220-222-C «UMSlM : Mtt^-^ 7^^^ 

4' O P-N-[2-[(2, ^/W-W'J 'J - 




o 1 

CI" 



15 



1) MM 5 tr»fc Fa*->;WVM-*/ 0 5JHT* hT S 

H-C2-K2. 5-y Wl-ea U -WVl^M-^V 'J 7-tr hTS H 

■H-* (CDC1.) 6 : 0.99 C6H. d, 6.0Hz), 1.86 (4H, n>. 2.24 OH. s). 2.72 
QB », 3.98 (2H, S). 7.52 OH. dd, J = 2. 2, 9.0 Hz), 7.69 OH, 
= MHtf. 7.80 OH, br), 7.97 OH, d, 1 - LOW. 8.03 OH. d. J = 8.4 
Hz), 8.29 OH. s). 

2) MBD T»^M«.s-^f)w-mu»)WM+ 

FAB(pos) : 470.2W+H)' 
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mmm i © i > n%tz. n- [2- o - tf □ u s*=jM -e-* ;u- ;w r-t h • 

75F£/B^T, »i#j6©2) t^O^^frPCi^r), 

'H-NMR (DMSO-d,) : 0.98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, m), 1.80- (4fl, m), 2.62 (4fl, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (1H, d, J = 8.7 Hz). 
7.65 (1H, dd, J = 2.4, 8.7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429.3DH+HT 

MA : 200-202"C m&lt®M : Six^-^ yy D tf^x-^) 

4-(2-^y-i-^u^-;W- N -[ 2 -(i-tr nU >?-;M^;W-6-^ J 

'H-NMR (DMSO-de) 6 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
m), 3.94 (2H, s), 7.38 (2H, d, J = 8.4 Hz), 7.59 (1H, d, J = 8.4 Hz), 
7.68 (1H,. dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8. 4 Hz), 8.06 (1H, d, 
J = 9.0Hz), 8.11 (1H, d, J = 8.4Hz), 8.30 (1H, br), 8.45 (1H, d, J = 
2.3 Hz). 

FAB(pos) : 429. 2[M+H] + 
H»J2 3 

4' n P-N-[2-[[(2R, 6S)-2, 6->^5P;i-l-fc?^ U 3*^M *3=-;W-6-* 
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(3H. nD. 7.82 (2H, d, J = 8.4*). 7.89 C2H, d. I = 8.4Hz), 7.96 (1H. 
d. I = 9.0 Hz), 8.04 OH. nO. 8.13 (2H. d. J = 8.4 Hz). 8.29 (1H. d. I 
= 8.7 Hz). 8.53 OH. s). 10.61 (1H. s). 
FAB(pos) : 471.2W+H3* 

5 urc &m mm^iv^**-™^***"* 




##« 8 T#6nfc 4' ■jDn+B-Unn^M-H'; 'J - 

'H-NMR CDHSO-d.) ( s 1.97 (B. l). 3.21 (2H, t, I = 9-0 Hz). 3.62 (21 
15 , 1 . 9.0 Hz) , 4.56 C2H. s). 7.46 OH, d, I = 8.4 Hz), 7.68 (2H. d, 1 
. 8 4 Hz), 7.82 (2H, d. I - 8.4 Hz), 7.89 (2H, d, 1 = 8.4 Hz), 7.97 (1H, 
| I = 9.0 Hz), 8.07 (1H, dd, I = 9.0. 2.1 Hz). 6.13 (2H. d. J - 8.4 Hz), 
8.34 C1I. i, I = 8.4 Hz). 8.56 (1H. d, I =2.1 Hz). 10.63 (1H. z). 
FAB(pos) : 455 WHO* 
20 ^JSW2 6 

4 ' ->op+u-a, 3-?rv U »-hw«h+v y =*J ti. i - 
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H 




##0H 8 T# e> 4" □ n-N- [2- d a ^ -6-^ y u - 

5 'H-NMR (DMS0-d 6 ) 6 : 2.36 (4H, m), 3.31 (4H, m), 3,60 (2H, s), 6.43 (1H, 
m), 6.61 (1H, d, J = 8.8 Hz), 7. 32-7.48 (4H, m), 7.60-7.71 (4H, m). 
7. 75-7.95 (5H, m), 8.11 (1H, d, J =8.4 Hz), 8.36 (1H, s), 10.42 (1H, 

5). 

FAB(pos) : 534 [M-fH] * 
10 mffi&}2 9 

4' D D -N- [2- r [4- (2-* 3^7 x =L)V) -1 - fcf ^ «J ;V] ^ ^ - 6 -^ 



#^!l8T#e,tifc4 , -^na-N-[2-(^Dn^5 L ;W-6-^y >j- 
is ;W[l,i'-tf^a:-;w-4-*;^^5 H*»V»T, ftttft 2 3tm®<D$kft 

'H-NMR (DMSO-dp (5 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 
m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 C2H, d, J = 8. 4 Hz) , 7.67 (1H, 
d, J = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 
20 (2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FABCpos) : 546 [M+H]* 

mmm 3 0 

4' -f7 □ n-N-[2-[ [4- (3- * <?JV 7 x - )V) -1 - tf ^ U *?~M * ^ ) W -6-* 




WO 01«2925 



123 



PCT/JP01/03614 




mm 8 retire i' -* p n-»-[2-<* nn^WWJ = 
M [1. 1' -lf7x^]-4-*^Wa F«»Wt, *«M 2 3 fcNttOftff 

•H-Nffi (DMSO-de) 5 : 3.46 (2H, in), 3.82 (2H, m), 4.51 (2H. .). 7.48 (3H, 
m), 7.61 (4H,s). 7.79-8.16 (9H. nO, 8.36 (1H. d, J = 8.8Hz). 8.58 (1H, 
d, J - 1.8 Hz), 10.65 (1H, s). 
FAB(pos) : 517[M+H] + 

4' -*D U-N- [2- (3, 4ri> t F H-l (BO "* ^ U ' J - 

;w [1. -tf 7xn;W-4-*iV#*u-5 P 




8 t» & n& 4' n p-n- [2- & n n*W) -6-*/ 0 ~ 

•H-NMR (DMS0-d fl ) 6 : 2.00 (2H, *), 2.79 (2H, *), 3.55 (2H, m), 4.70 (2H, 
S ) 6 47 (2H, *>, 6.82-6.94 (2H, *>, 7.38 (1H, d. 1 - 8.4Hz), 7.58 (2H. 
d I = 8. 4 Hz), 7.83 (2H, d, I = 8.4 Hz), 7.89 (2H. d, J = 8.4 Hz), 8.01 
(2H. nO, 8.13 (2H, d, I = 8.4 Hz), 8.27 (1H, d. J - 8.4Hz), 8.55 (1H. 
d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 504[M+H] + 
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= 8.8 Hz), 8.55 (l.H, d, J = 2.2 Hz), 10.63 (1H, s). 
FABCpos) : 490 [M+H]* 

mmrn 3 6 

4'-^DD-N-[2-(lH-^ 5^l/-;hl-fJM^)-6-^/ y -;M [l, fu 

jy° k ■ 

8 T# 6tlfc.4' ~£ D D-N- [2- D D * / >j - 

) 'H-NMR (DMSO-de) 6 : 5.49 (2H, s), 6.96 (1H, s), 7.28 (2H, n0 , 7.58 C3H, 
n.), 7.82 C2H, d, J =.8.4 Hz). 7.89 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H, d, J = 2.2 
Hz), 10.65 (1H, s). 
FABCpos) : 439[M+H] + 

mmm 3 7 

4'-^DD-N-[2-[(4-7x-;H-t:^5^W^^]-5^ J U- 
;W [l. r-tf7x-;w-4-^;U3j?^$ h 




M [l, i'-h^o:-;W-4-^;^^-y-^ FfcfflUT, H»2 3 tlwtficD^ 

'H-NMR (DMSO-d,) 6 : 2.62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, J = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz),' 
7.69 (1H, d, J = 8.8 Hz), 7.83 (2H, d, J = 8.8 Hz). 7.89 (2H, d, J = 8. 6 
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mm 9 -Cftfe 2-Q-tf P ij *=***M+*> 'J x;v7* >*fflv>x, 

gftfl 3 8 ilM©***^ 51 fc * 0 v Mfc****^****^* 

'H-NMR (DMS0-d 6 ) 6 : 1.59-1.85 (8H, m>, 2.50 (4H, m), 2.73 (IH. m), 2.89 
(2H m), 3.81 (2H, s). 4.33 (2H. ■>. 7.20-7.34 <5H, m), 7.51 (IH. d. I 
= 8.4 Hz). 7.82 (2H. s-like). 8.07 (IH. ■). 8.14 (IH, d, I = 8.4 Hz), 
8.83 (IH, s). 
FAB(pos) : 415.3[M+H] + 

M*: 187-189-C CttAftfttt : Wmx7»-*4 V^n^X-^) 
KOMI 4 0 

4-( 4 ^nD7xx;W-N-[2-(i-fcfPU^^^)- 6 -^^ ,J - ;W - 1 " 

##« 9 T!»fc MI-HP -J 'J =» 7 5 >*^ VlT " 

MM 3 8 £RWO»fl'*ff 5 Cite* 0 • a«l*«MM*t^ 

■ 'H-NMR (DMS0-d 6 ) 6 1.58 (2H, m). 1.72 (4H, m), 1.80 (2H. *). 2.50 (4H. 
m). 2.79 (IH, ■>. 2.92 (2H, m), 3.82 (2H, s). 4.33 (2H, id). 7.34 (4H, 
, m). 7.51 (IH, d. J = 8.4 Hz). 7.82 (2H, s-like). 8. 07 (IH. s), 8.14 (IH, 
d, J = 8.4 Hz), 8.85 (IH. s). 
FAB(pos) : 449.2[M+H] + 

MA : 205t: VM) (*JMfc»» : 8»^"^ V ^ U tf; ^ :r 
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FAB (pos) : 439.2[M+H]* 

M£: 210«C <&m : Sii^-^ y^ n tf;i,x-f 

;w 

*JS0!I4 3 

5 n-[2- (i-fcf d u^;M^;w-6-+y u -;w [i, r-if 7l ^ ]4 . M 



7 O 1 )T»fc N- [2- (1- tf p u -6-* J y -m T± h 

'H-NMR (DMSO-d^ 5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 
m), 7.78 (2H, d, J = 8. 1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m),' 
8.12 (ZH, d, J = 8.1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2. 0 
Hz), 10.60 OH, s). 
FAB (pos) : 408.2[M+H] + 

m&: 181-183-c mm^mm:mmx.^~^y^a}d)VJi^)V) 

»4 4 

6-(4-* d P7x-;W-N-[2-(i-tf d U ^-;^^;w- 6 -^ j u -p 




7 © i )iWc N-[2-(i-tf p u ^;M5P;w-6-*y u 7^ h 

'H-NMR (DMSO-d,) <5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 
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*W (MS0-« a : 1.73 (4H, .), 2.39 (3H. s>. 2.50 (4H, »>. 3.86 (2H. 
s) 7 36 a'll-UW, 7-59 (1H. d, J - B.4H». 8.0! (2H. a) . 
8 IS (3H, d. 8.29 (1H, 4. 3 = 8.4 Hz), 8.42 (1H, dd, I - 8.4, 2.2 Hz). 
8.51 (IB, d. J = 2.0 1b), 9.22 OH, d. J = 2.2 Hz), 10.73UH, s). 
FABCpos) : 423.2W+H]* 

WA: 207-209-C (ttUWK : WzX^*-^ V7nt;)H-x)» 

4--5PD-N-[2-[[4-(4-7;l.*D^>^;W-l-^>Jy-MX^W- 
6-* y ij =JW [1. 1" -K7 x=)W-4-*;V#**5 F 




##0J 8 T»6rifc 4' -* n P-N-[2-<* P P *5^>-B-*/ 'J ~ 

-E-NMR (DMS0-d 6 ) d : 1.76 <4H, 4. 2.28 <2H, n). 2.89 (2H, n), 3.40 (1H, 
n) 3-79 (2H, s), 7.37 (2H, *>. 7.62 (3H, m), 7.83 (2H, d. J - 8.4Hz). 
7.90 (2H, d, J = 8.4 Hz) i 8.03-8.14 (6H, m), 8.31 CM. d. I Hz). 
8.55 (1H. s). 10.63 (1H. s). 
FAB(pos) : 578[M+H] + 

muffl* 8 




mm s -c# zntci'-za d-h- [2- (^d^ -e-* ✓ 'J ~ 
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'H-KMR (DMSO-d^ 5 : 1.39 (IB, s), 1.73 '(3D. m), 2.23 (2H, m), 2.91 (2H, 
in), 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H, id), 7.58 (3H. m), 7.86 (4H, 
m). 8.01 (4H, DO, 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.2 Hz), 
8.54 OH, s), 10.61 (1H, s). 
FAB(pos) : 578[M+Hj* 
mffiM5 1 

4" n n-N-[2-[(4-7xi:;i,-i-tr^u ^^;v]-6-^ y y - 
;W [l. l' - hf 7 x - ;n -4-#;v#+i3- $ h 



8 & nfc 4' - 2 a P-N- [2- □ a ;* J-) V) -6-* y U - 
M [1. r-b^x^W-^^^tJ-^ FSffiHT, *»!|2 3 tlTOODglfjs 

'H-NMR (DMS0-d 6 ) d : 1.74 (4H, m), 2. 20 (2H, m), 2.52 (1H, m), 2.97 (2H, 
m), 3.79 (2H, s), 7.27 (5H, m), 7.58 (2H, d,. J = 8.4 Hz), 7.69 (1H, d.' 
J = 8.4 Hz), 7.83 <2H, d, J = 8.8 Hz), 7.89 (2H, d. J = 8.4 Hz), 8.00 
(2H, b>. 8.14 (2H, d, J =8.8 Hz), 8.31 (1H, d, J = 8. 4 Hz), 8. 54 OH, 
20 d. J = 1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532[M+H] + 
Mti&M 5 2 

i-(4-^Doyx-;w-N-[2-0-tfPU>?-;M^)-6-^y Un;W-4- 
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FAB(pos) : 53l[M+H] + 



20 



25 




uoro 



1) ###4 5T#fc N-[2-(fc pa*****)-*-*; y ^ W7t h7a 

n-C2- ci-tf^u >^;v^;»-6-*/ u r-t b r 5 f *#fc. 

'H-NMR (CDC1,) 6 : 1.38-1.70 (6H. *>, 2.24 (3H, s), 2.38-2.53 («-■>. 
3 76 (2H, s), 7.52 (1H, dd, I = 2.6, 9.2 Hz), 7.63 (1H, d, J - 8.. 4 Hz). 
7.67 (1H, br). 7.99 (1H, d. J = 9. 2 Hz) , 8.07 (1H, d, J = 8. 4 Hz) , 8.31 
(1H, d, J = 2.6 Hz). 

Tummm w^o- 0.25^0 tux . 

ttfftt:C. 70.93; H, 7.53; N, 14.60. 
mm&: C 71.06; H, 7.37; N, 14.62. 
-flkft: 182-184X: (ttAflS»tt : I^X^-n-^» 

2) tttfil) T#fcN-[2-(l-tf^'J v^^)-6-^y Un;WT-feb 
y =: ji ( 4 5g, 18wl)&W« ■» * HITCTfl*nW»^fc. #* 

6 -T5y-2-(l-^0^JV^;W^/U- 

> (3.4g) fciftttfcfcbTfS-fc. 

'H-NMR (CDC1 S ) 6 : 1.37-1.68 (6H. m). 2.39-2.55 (4H, n0. 3.72 (2H, s). 
3 91 (2H, br), 6.89 (1H, d, I = 2.6 Hz), 7.12 (1H, dd, J - 2.6 and 8.8 
Hz), 7.51 OH, d. I = 8.4 Hz) , 7.86 <1H, d. I - 8.4 Hz), 7.87 ClH, d, 
J = 8. 8 Hz) . 
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ff-g^I : C, 79. 15; H, 6. 76; N, 9. 55. 

^M:C, 79. 38; H, 6.88; N, 9.73. 
HA: 198-200«C OSiikimm : BWfcX^W 
IIISM 5 6 



10 |&*tbT#fc. 

'H-NMR (CDC1 3 ) 8 : 1.38-1.85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 

3.88 (3H, s), 7.02 (2H, d, J = 8.8Hz), 7.54-7.66 <6H, m), 7.93-8.20 (5H, 

m), 8.49 (IE, d, J = 2. 2 Hz). 

TC^^M CjsHjbNjO, • 0. 25H,0 t Lt 
15 ff-^-ia.-C, 76.38; H, 6.52; N, 9.21. 

: C, 76.21; H, 6.38; N, 9.32. 

MM.: 192-194-C : Wm^M 

mmm 57 

6- (4-^ p d 7 x.-)l) -N-C2- (l-tf ^ u -J-)V^)V) -6-^ j u ~;W - n 

20 5^>r^ h 



. 5402) 6-7 * J -2- (1- tf U y~JP ;* * y U >£ffl 




ci- 
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■H-NMR (CDC1 S ) 5 : 1.38-1. 74 (6H, ■>. 2.42-2.56 (4H, m), 3.78 (2H, s), 
7.20 C2H, dd. I = 8.4 and 8.8 Hz). 7.63-7.76 (2H. m). 7.84 C1H. d. J = 
8.0 Hz). 8.02-8.18 (5H, m). 8.31 (1H, dd, J = 2.2. 8.4 Hz). 8.46 (1H. 
d, I = 2.2 Hz). 9.19 (lH..d. I = 1.8 Hz). 

7E#*tf?« WW': °- 25H >° t hx 

8HWB: C, 72.87; H. 5.78; N. 12.59. 
ftM: C. 72.91; H, 5.45; H, 12.75. 

a* : 209-210-c &m (mmtmm 

6-(4-^b^^^xri;W-N-[2-(i-^U^;^^JW-6-^/U--JW- 




Me— O 

*ft*| 5 40Z)"C*fc 6-75 y-l-(l-kWJ 'J >** 

'H-NMR (CDC1 3 ) 5 : 1-38-1.71 (6H. m). 2.43-2.56 (4H. m). 3.80 (2H. s). 
3.90 (3H. s). 7.04 (2H. d. J = 9.0 Hz). 7.64-7. 73 (2H. m). 7.83 (1H. d. 
J = 8. 4 Hz) , 8.00-8.18 (5H. ■>. 8. 28 OH," dd, J = 2. 6. 8.4 Hz). 8.46 (1H, 
d, J = 2.6 Hz). 9.17 (1H, d. I = 1.8 Hz). 
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'H-NSJR (DMSO-dp 6 1.73 (4H, m), 2.50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz)! 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8. 4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1, 9.0Hz), 8.09 (2H, d, J = 8.4Hz), 8.27 (1H, d. J = 8.4Hz), 
5 8.52 (IH, d, J = 2. 1 Hz). 
FAB(pos) 438.3[M+HT 

197-199-C : V?U tf^X-^W 

mmm 6 3 

4- (4-^ a d y -n- [2- (1- tf^ u 3>=*> -6-3V u =W] -1- 

jC 

H»J5 402)« 6-75 y-2-(l-tr<U $>x;M?;W*y U >&/B 

'H-NMR (CDClj) 6 : 1.37-2.02 (10H, m), 2.38-2. 54 (4H, m), 2.63-2. 84 (1H, 
in). 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4.36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = 8.4 Hz), 7.30 (2H. d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, m), 
Ttm-ftVim C„H 31 C1N 4 0 • 1. 5H 2 0 ibT 

§f-^i:C, 66.18; H, 6.99; N, 11.43. 

StlM:C, 66.32; H, 6.75; N, 11.74. 
MA: 214-211 V (dec.) (mM,fc®M : mm^J^X.9-JUX-^JU) 
MMffl 6 4 

4-(4-^^;i/7x-;W-N-[2-(l-tf^Ui;-;p^^;i,)-6-^ ; Ux;W-l- 
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ttft«:C. 71.18; H, 7.08; N, 12.30. 
$fttt:C. 71.13; H, 6.94; N, 12.52. 
«*: 203-204 «C (dec.) CttM** : Mttf^lW^ 

MeO ~ 

«M5 4 0 2)T#* 6-T5 ,-2-0-^'J ^ 

WW ^ 1.37-2.02 (10H, u). 2.42-2.57 (4H, n), 2.60-2.80 (1H, 
4. 2.94-3.14 C2H. 3.78 C2H.s). 3.80C3H.S). 4. 19-4. 36 (2H, ffl), 
6.66 ClH.br), 6.87 « U ■ «•« HO. 7.15 « *. » = »•* «■ 750 
UH.de. . = 2.6 and 9.2 HO. 7.6, C1H, d, J = 8.4 Hz), 7.93-8.10 (3H. 

M: 197-198 C (dec.) «Silfc** = SfSlf^lWI-fW 

jccto 



15 m) 




'H-NMR (CDC1 3 ) 5 : 1.40-1.77 C6H, in), 2. 47-2. 65 (4H, m). 
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'H-NMR (CDCg 6 : 1.41-1.77 (6H, m), 2.47-2; 68 (4fl, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz) , 7.90-8.00 (1H, m), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d. J = 1.8 Hz), 
9.24 (1H, d, J = 1.8 Hz). 
5 TtmftffiM C t $ u ¥&0 • 0. 5H,0 t LT 

BtWMiC, 69.37; H, 5.39; N, 11.98. 
H^t: C, 69.14; H, 5.21; N, 12.04. 
MjA : 182-183 V m&ibfem : ffill^) 

.0 V, 4>-i?& o D-N- [2- (1- tf -s U v^;M ?)V) -6-*/ V [1 , l 1 * 7 
i-;W-4-^j;i,#^i> T 5 p 

Me 

H Ma 




3T^N-[2-[(2,2,6,6-^h^^^;M-tf^U^-^)^^ 
;W-6-^/U-;WT-bhT5 K£fflV>T, MiM6©2) &|q«lo«^«fr 

'H-NMR (CDC1,) 6 : 1.40-1.76 (6H, m), 2.48-2.63 (4H, m), 3.84 (2H, s), 
7. 22-7.40 (2H, m), 7.52-7.78 (5H, in), 7.96-8.19 (5H, m), 8.47 (1H, d,' 
J = 2. 2 Hz) . 

Ttmftftm. C^Cl^O • 0. 5H,0 £ L-T 

fff^ffi : C, 67. 34; H, 5.25; N, 8.41. 

ntktiL : C, 67.46; H, 5.20; N, 8.47. 
■to: 210-212 «C (dec.) (MAfttm : «X^;W 
7 1 

4'-:7;m-d-n-[2-E(2, 2, 6 ; 6--^ h ^^L-i-tf^u ^n;w^^;n- 6 - 
*y U-;W [l, i'-tf^xn;i/]-4-^;u^vT$ H 
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w ncg a : i.ot oa o. mo m. »d. 1.44 » 3). 4.10 «h, 

s) V 33 (2H. d, J — 8. 2 to), 7.63-7.74 (1H, d. 7.87 OH. d. J = 8.4 
HZ), 7.94-8.16 OB. rt. 8.25-8-35 OH. d. 8.44 OH, d. I-MB). 9.19 
(1H, d, 1 = 1.8 Hz). 
5£*»«f« C 3i H 36 N 4 0 • H 2 0 tUt 

tMMt:C 75.26; H, 7.50; N, 10.97. 

HSfeffi: C 74.98; H, 7.44; N, 11.07. 
HjA : 246-247 «C WMtiftK : l»X^) 




#«M 1 3 -Cfcfc N-L2-LC2, 2.6. 6-f h*;WM-lWJ 9=M ** 
;W _ 6 -^-J^]7tb7HF^^ £»J54*)2) ****** 3 
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##^J 1 3 N-[2-[(2, 2, 6, 6-^ h5**)Wl-V?VJ 

'H-NMR (CDCl,) <5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H. s). 7.40- 
7.56 (3H, m), 7. 60-7.80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). 

Iljft : 200-201 n G@|ltt;8$ : H*X3MM 
3 £H%0! 7 7. 

4'-*3=-;HK2-[<2, 2, 6, r-?*^)M-lMU ^x;U) *gsno-6-* 

y [i, I'-k^i-jw^^^r? h 



Me' 




1 3 T*& N-[2-[(2, 2, 6, K^^^l-fcf^ U y^;W^ ? 

'H-NMR (CDC1 3 ) 5 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8. 2 Hz), 7.63-7. 77 (4H, 
m), 7.95-8.16 (5H, m). 8.46 (1H, d, J = 2.6 Hz). 
7vmfttirM C 33 H 3I N 3 0 • 0. 5HjO £ LX 
WrWm. : C, 79.16; H, 7.65; N. 8.39. 
: C, 79.21; H, 7.66; N, 8.41. 
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7G**Mff« WW) • o. 5H,o t ut 

• fUMS-: C, 75. 60; H, 6.56; N, 8.82. 

HgKi:C, 75. 72; H, 6.31; N, 8.72. 
m&: 187-188 -C (ttWUiMI : IMX^/W 
£««8 0 _ 
N-[2-t('>X-2, B-S?^^l-^y U - 




MM 1 1 T#* N-[2-[(^-2, 6-i^*-l-t^U -6- 

'H-NMR (CDClj) 6: 1.05 (6H, d, 1 = 6. 2 Hz), 1.28-1.77 (6H, m), 2.52-2.72 
(2H, m), 4.04 (2H. .). 7.40-7.57 (3H, m), 7.60-7. 80 (5H, m). 7.86 OH, 
d, J - 8.4 Hz), 7.96-8.16 (5H, ■>. 8.47 OH, d, J - 2.2 Hz). 
Ttmmm C - H BI N,O-0.5H 1 Oi:bT 
fl-JMg: C, 78.57; H, 7.03; N, 9.16. 
: C, 78. 36; H, 6.64; N, 9.12. 
ftk& : 180-181 *G CISIMbtm : 
^WJ8 1 




1 1 Tf£fc N- 
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##« 1 1 N-[2-[(~>X-2, 6-^5F^l-K^iJ ^^3-6- 

5 'H-NMR (CDClj) ,5 : 1.04 (6H, d, J = 6.2Hz), 1.27-1.76 (6H, m), 2.51-2.76 
C2H, n). 4. 03 (2H, s), 7.47 (2H, d, J = 8. 4 Hz), 7.70 (1H, dd, I = 2. 2 
and 8.8 Hz), 7. 76-7.92 (2H, a), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d, J = 2. 2 Hz). 
TtmfttifW C 29 H M C1N 4 0 • 0. 5HjO tVT 
10 ff-^B:C, 70. 50; H, 6.12; N, 11.34. 
^ffi:C, 70.58; H, 6.06; N, 11.14. 
m&: 217-219 «C (dec.) (IIMblMi : IWfcC^M 
H;»J 8 4 

6-(4-^^;i/7x-;w-N-[2-[(^x-2,6-^^^;i-i-tf^u^;i/)^^ 




1 1 N-[2-[(vX-2, 6-^5P;U-l-E^U 5>=*) *f;M-6- 

4Vy=;W7-feh7£H*ffiUT\ ^»J6©2) £m&<D&fc*ft5Z£ 

'H-NMR (CDC1,) 5 : 1.04 (6H, d, J = 6.2Hz), 1. 28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m). 4.04 (ZH, s). 7.32 (2H, d, J =8.0 Hz), 7. 69 (1H, 
dd, J = 2.2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd. J = 2.2 and 
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(3H s), 2.50-2.82 (3H. m), 2.90-3.15 <2H, ■>. 4.02 (2H. s), 4.17-4.39 
(2H. bO, 6.70 (1H, br),- 7.13 (4H, br), 7.51 (1H, d, I = 8.8 Hz). 7.78 
(iH, d, J = 8.8 Hz), 7.95-8.15 (3H, m).. 

fUMi: C, 73.74; H. 8.25; N, 11.47. 

g|gMi:C, 74.12; H, 8.05;' N, 11.82. 
MA: 177-178 «C (dec. (HMsWI : ffftX^^X^X-^). 
^d£#l 8 7 

4-(4-7;^D7x^W-N-[2-[(^-2.6-^^^;W-tf^U^^W^ 




MM 1 1 N-[2-[(->X-2, 6-^^-1-tf^U jWH^ 

'H-NMR (CDC1 3 ) 5: 1.04 (6H, d, 1 = 6. 2 Hz), 1.22-2.02 (10H, m), 2.50-2.82 
(3H *), 2.94-3.14 (2H, i), 4.01 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, 
br) 7.01 (2H. dd, J = 8.4 and 8.8 1b). 7.11-7.24 (2H. m), 7.50 (IH. dd, 
j = 2.2 and 8.8 Hz), 7.60 (1H ; d, 1-8.4 Hz). 7.92-8.10 (3H, ■>. 
FAB(pos); 475 [MH] + 

nw* 8 8 

lJ-jH-l-tf^Ui 7 ^*^^^^^ ^ 
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^mm 9 o 

2', 4'-i^ PD-N-[2-[(y7-2, 6-5>*?\»H-fcWj 5?=;W *3VM-M* 



Me 




'H-NMR (CDC1 3 ) 5 : 1,04 (6H, d, J = 6.3Hz), 1.27-1. 80 (6H, m), 2.52-2.70 
(2H, m), 4.03 (2H, s), 7.23-7.40 (2H, m), 7.46-7. 60 (3H, m), 7.68 (1H. 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (IH, d, J = 8.,4 Hz), 7. 93-8.05 (3H, m), 
8.09 (1H, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2.4 Hz). 
®££ : 162-164 t: 0£li{b*« : WM^)\d 

V-Z U D-N- [2- [ (SM y ?u \>fry $ y ) ^ ^; W -6-^ ^ U n;W [1 , 1 >- tf 
15 7x-JW-4-*M^,>7?H 




i o -e^fc n-[2-[(^< yyo tr;pr^ y ) *^;w-6-+ y g 

20 'H-NMR (CDCI 3 ) 6 : 1.06- (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m). 3.94 
<2H, s), 7.45 (2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.63-7.73 
(3H, m), 7.83 (IH, d, J = 8.8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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FAB(pos): 421 [MH] + 

flbft: 212-220 «C (dec.) ■ l»X^> 



5 



? 




#*M 7 -Cft feftfc 2-(* D D ^/M-t^ U > 2 WMftftJfl 

'H-NMR (CDC1 3 ) 6 : 3.54 (2H, t. I = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz), 
4.59 (2H, .). 7.30-7.80 (15H, m), 8.01 (2H." d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz). 8.39 OH, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MH] + 

ft*: 212-216 "C (dec.) (ttAfcftK : 




'H-NMR (DMS0-d 6 ) 6 : 1.99C3H. ■). 3.3(2H, br «.). 3.5(2H. br m). 4.58(2H, 
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s). 4.52C2H, s), 7.17-7. 40C3H, m), 7. 80-8. 14(9H, m), 8.250H, d, J=8.4Hz), 
8.540H, d, J=1.8Hz). 
MA: 200-202*0 



H»J54©3) i^©^^f T 3ri{- t tO> 

'H-NMR (CDCl 3 )d : 1.82(4* m), 2.62(4H, m), 3.10 (IB, m), 3.94(2H, s), 
4.27 (2H, .t like), 4.46C2H, dd like), 5.57(1H, s), 7. 35-7. 62 (7H, m), 
8.06C2H, t, J=12.6Hz), 8.29 0H, d, J=2.7Hz). 
MM. : 244-246*0 • 

4- (i-yjl^- D7i -N- [6- (1- tf p 0 rF;W -2-^- 7 ^] -i - 



MM l 8T#fc 6-(i-trn u v^*^)^* u>-2-T5 >*jbv> 

'H-NMR. (DMSO-dj) 5: 1.57 (2H, m), 1.69 (4H, m), 1.80 (2H, m), 2.45 (4H, 
B>. 2.77 (1H, m), 2.90 (2H, m). 3.68 (2H, s), 4.32 (2H, m),' 7.13 (2H, 



5 



h^>7;-2-(4-^DP7xn;[,)-ff-[2-a-tfDU^-;M5 : -;w-6-^/u 
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'H-NMR WSHJ »: I.W <*'*>• 1-68 («. ■>. 1-™ « 2 ' 43 (4H ' 
d 2.76 OH. ■>. 2.88 C2H, »>. 3.65 (2H, s), 4.30 (2H. 4. 7.33 (6H. 
■>. 7.57 (IE, ■>. 7.64-7.74 (3H, ■>. 7.98 OH, d, J = 2.5 Hz), 8.69 (1H, 
s). 

5 FAB(pos): 432W+H] 4 

M: 209-211 "C (MMflWIttmtxy^-SMy^BK^X-T-*) 

MSffl 10 2, 

4- 7 x=.;wN-[6-(i-iingi'i;M^w-2-+^^- 1 - K ' <,Ji/ - y: *' 



. 1 8«^ e-d- w g-j-jv^jHt^y^-s-Ts 

'H-NMR (DMSO-d,) «: '- 60 « ">• '- 70 m B> ' B) ' 2 ' 46 <4H ' 

A. 2-76 (1H, d. 2.91 (2H, ■>. 3.68 (2H, s). 4.32 (2H, d, 7.18-7.34 
O. »).'7.39 OH. ri. 7.60 (1H, m>, 7.69-7.76 (3H, 8.00 (1H. d. I 
-- 1,8 Hz). 8.71 OH. s). 
FABfoos): 414CM+W * 

m*: 193-196 r ^fl«:»Stx?;W-^vyDHJVX-«W 

mM« 103 
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T, MM5 403) tH«0»^*ff5!ii:fc 4 tt), MMsftfttftfift 

'H-NMR (DMSO-d,): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H. brs). 3.57 (2H, 
5 s), 3.84 (3H, s). 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (IE, d, J=9.0Hz), 8.10 (1H, d, J=8.1Hz). 8.17 (2H, 
d, J=8.3Hz), 8.39 (lfl, d. J=8.3Hz), 8.43 (1H, s), 9.2 (1H, brs). 
M&: 263-264 "C (®&fc®m : IHtX^^-^-f V K/fcu-M,)" 
^10 6 • 

lo 6 -W-^nD7xri;W-N-[6-(i-if^u^-;M^)-2-^7^;W-3^ 




Ji 

CI 

mmm 1 5 e- a- tf ^ u s>=yioww ^-7^1^ >- 2 -t >*/b u 

'H-NMR CDMS0-d 6 ): 1.41 <2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 <2H, 
s), 7.38 (2H, dd, J=8.3 and 8.8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H,' 
m). 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 
m&: 228-229 "C GSSi|«*g : ^Xf;h7t h » 
1 0 7 

4-(4-7;^D7x-;W-N-[6-(l-tr^U^-;M^;W-2-^-y^;w-i- 
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txxro 



ivie 

W OHK>: MO (2H. d. 1.48-1.61 <6H, d, 1.80 (2H, d, M2.4Hz). 
2 26 (3H, S), 2.34 (4H, brs). 2.71 OH, d, 2-89 OB. * l^ 2 ' 4 «* 
11 5Hz). 3.62 (2H, s), 4.31 (2H. d, MtB). T. 10-7. 16 (4H. d. 7.38 

(1H. d. M.0BO. 7.61 (2H. d. 7.68 (IK, d, 1=8. 5Hz). 7.74 (IB. d. 

J=8.8Hz>, 8.00 (1H, s). 8.70 C1H, brs). 

■A: 227-228 ^ mM*:****)^*^™*--™ 

sown 10 . 




a «fli7tsM-[(«-u-w«w-^«Jf^^*i« ? 

*M (DMSO-d^: 0.98 (3H. s), 1.00 (3H, s), 1.28 (3H, d, 1-68 (3H. d, 
1 81 (2H d, 2.78 OH, d. 2.90 (2H, d, 3.82 <2H, s). 4.31 (2H. d. 
7.33 (4H, d. 7.43 (1H, d, 7.66 (1H, d, 7.72 (2H, d, 7.98 <1H, brs), 
8.68 (1H, brs). 

199-200 -C CMttWK : B»I«V-^ KJM:-r*> 

mmm m 
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8.68 (1H, brs). 

HA: 219-222 «C : IHUf/H^y^nK^x-^) 

f*i«J 113 

6-(4-^UD7o:-JW-N-[6-[(^-2,6-^^;M-tf^U^;W^^ 




'H-NMR (DMS0-d 6 ): 0.99 (3H. s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (IB. d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 <2H,' 
d, J=8.5Hz), 7.87 (2H, m), 8.20 (lH,m), 8.24 (2H, d, J=8.5Hz), 8.42 (1H,' 
brs), 8.46 (1H, dd, J=2. 2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H 
brs). 

m& : 229-230 "C (®&it®m : MfcWI^-f V^D tf^x-^W 
^&SMl 14 

N- [6- [ (->X-2, tf ^ U ;* -2-^- 7 ^ )V\ -4' 

h^^[l,r-tf^x-;i/]-4-^;i,^^- 5 h 

Me 



MeO 



U->-2-T^>^^T, £Jfi«5 4©3) t^«©ft^*fr5 ZtizJ: D, 
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■H-NMR (DMSO-d^ 5: 1.63-1.75 (6H, m), .2.16 (1H, ■>. 2.87 (1H. ■>. 3.27 
(2H m), 3.73 (2H. m) . 7.40 (1H, m), 7.59 (3H, m), 7.82-8.00 (7H, nO, 
5 8.13 <2H, d, I = 8.4 Hz), 8.30 C1H, d, J = 8.4 Hz), 8.47-8.54 (2H, m), 
8! 69 (1H, s). 
FAB(pos): 533EM+H3 4 

ftfi: 124-126 "C (dec.) (*£JI«& : Bfl^SMV^^X- 
xJV) 
10 5WM*H7 

4'-*PD-N-[2-[[(2S)-2-(* Mt'^pWW U S^JMpWH-*-* 

y u-;w [i,i'-t*7x^;w-4-^j^^it5 h 




8 6*lfc 4' -2 D P-N- [2- (* D U*7M -6-* / 'J - ■ 

■H-NMR (DMS0-d 6 ) 6: 1.68 (3H, m), 1.95 (1H. «n), 2.33 (1H, m), 2.84 (2H, 
nO, 3.25-3.44 (5H, ■>. 3.64-3.71 (1H, m), 4.28-4.35 (1H, nD, 7.59 (3H, 
7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H. d, J = 8.4 
Hz), 8.53 (1H, s), 10.62 (1H, s). 

FABCpos): 486 [M+H] ' ^ . 

: 172-174 <C CttAft** : »^ V^P K^X-^W 

ter"t-WV (2S)-l-[[6-CC(4' OP [1. 1' -X? xXJW-H^)*^ 
rijW7 = y]-2-^/UxjW^^W-2-tfPU^>*^^'>^--^ 
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FAB(pos): 514[M+H] + 

MA : 164-166 «C (fSafttttt : I«X^;p-$?-f y y p h >X-^;W 
12 0 

4' h^>-N-[6-[(2. 2, 6, 6-5=- h 5 *7)V-1-\Z*VJ V~)V) *^)V\-l- 

5 i-y^M [l, r-lf7x— jP3-4-*;paj5^i^$ h 

1 9Wc 6- [(2, 2, 6, B-^rh^^^^-l-tT^US?^)^^]^- 

10 'H-NMR (DMSO-d^ 6: 1.01 (I2H, s). 1.55 <6H, id), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos): 507 Dfl+H] + 

Wl& : 212-214 -C : B»x*;i^r y?u K*x-y;» 

is mmm 121 

4'-^;^D-N-[6-[(2, 2, 6, 6-<~r h ^^^P-i-tf^u s*=;w*^;w-2- 
±7?-JW [1, r-b*^i-;W-4-^;^^5 K 




1 9 6-[(2. 2, 6, 6-:r h ^x;U) *5P;i/)-2- 

'H-NMR (DMSO-de) 5: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.35 (2H, 
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'H-NMR (DMSO-d,) 5: 1.01 U2H, s), 1.54 (6H, ■>. 3.93 (2H, s), 7.57 (3H, 
DO, 7.74-7. 89 (8H, ■>. 8.12 C2H, d, J = 8. 6 Hz) , 8.41 OH. s), 10.45 (1H, 
s). 

FAB(pos): 511 [M+H] * 

M : 244-246 <C <£IMti#* : ItftX^-SM V*P K*X-:WW 
12 4 

4'-* a n-N-[6-[(iM V t£;VT ^ J > ^W-^^W Cl. l' 
7x^;W-4-^;i^^^it5 H 




-H-NMR (DMS0-d t ) <5 : 1.03 (12H. d, J = 6.6 Hz), 3.01 <2H, m), 3.75 (2H, 
s), .7.52 C1H, d, J = 8. 7 Hz), 7.57 (2H, d, J = 8.7 Hz), 7.76-7.89 (8H, 
nD, 8.12 (2H, d. 3 = 8.4 Hz),- 8.43 (1H, s), 10.47 (1H, s). 
FABCpos): 471 [M+H] 4 . 

MA: 246-250 "C (SAttfttt : iWtX^^-f V^D e*X-x/W 




•««2 2T#&6-(i-t:Duy=;^ww-2-^7V-;v 
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##0112 2T#fc 6-d-tTD u *?-)\,*TM -2-i-y b-JV MtkAmMM. 

'H-NMR (DMSO-dj) <5 : 1.72-2.00 (8H, m), 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FABCpos): 429 [M+H] • 

MA: 238-240 t: : ffKx?;^ y t^x-5\n,) 

Hffiftl 12 8 

6-d-tfDU 3?=;P^^)-2-^-73F^ 4-(4-7;^D7ain;W-l-fcr^ 

io u s?>#;i^^>^— h 



15 'H-NMR (DMSO-d.) <5 : 1.73-1.91 (8H, m), 2.51 (4H. m), 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m). 
FABCpos): 433CM+H] + 

tt&: 106-108 "c ' (i B B a ft»:itSifjh^yyD^x-T;w 

20 H»J 12 9. 

6-(i-trnu^-;M?;w-2-±7^ 4-7xx;wi-^y ^>#;m? ' 

*i?is-b mm 
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'H-NMR (DMSO-d,) 6: 2.42 C3H, s), 2.80 (2H. m), 3.10 (2H. in), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (BE. m), 7.99 (2H, m). 8.11 <2H.. d, J = 8.4 Hz), 
8.46 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

ftjft: 230-232 «C (IftMstttt : Wmx¥*-iH V 7 n tf *X-:W» 
13 2 

. 4 ! D D-N-(2-^^;W-l, 2, 3, 4-x h 9 1 H^^/M Cl. «]«^U 3? 

>-8--r ;v) [i. r-bT7x=jv]-4-*^***5 f 




cr 

##^J 2 3 2-^^V-l. 2, 3, 4-^ b 5 1 Fp^/tH [1. 6] 

i H-NMR (DMSO-d^ a: 2.42 (3H, %>. 2.80 (2H, m), 3.07 (2H. D. 3.71 (2H, 
s), 7.58 (2H, d, I = 8.4 Hz), 7.80-7.99 (7H, m), 8.12 <2H, d, I = 8.4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 

**: 238-240 V «lfl*i:«l^y^^I-f*) 

m^mm 133 

N-[2-[(^v'^nt!;vTsy)^JW-6-^/u-;W[i,i , -t^x_- 

'H-NMR CDMSO-d.) a: 1.03 (12H, d, J - 6.6 Hz). 3.02 (2H, d. 3.86 (2H, 
s), 7.43-7.56 (3H, >>, 7.69 OH. ll-MB). '-67-8.05 (6H. »). 8.12 
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'H-NMR (DMSO-de) 6 : 1.02 (12H, d, J = 6. 6 Hz), 3.02 (2H, m), 3.86 (2H, 
4). 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 = 2.2 Hz), 10.58 (1H. s). 
FAB(pos) 456[M+H] + 

m* : 207-209 T: : Wmttfr-*M y y □ tf;Ux-^) 

HlM0!ll3 6 

N-[2-[(^yyDtr;i,T^y)^^;W-6-+yuri;W-4'-^^;i,[i,i'- 
10 tf7xx;W-4-*;^^U-5 H 



1 0 N- [2- [ (>>Y y y d \Z)V? _ 6 _^ y u - ;w 

15 'H-NMR (DMSO-dj) 6: 1.02 (12H, d, J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8.2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8. 2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
FAB(pos) 452QI+H3 + 

20 : 225-227 "C (tSAftttll : ffiUx^-f y^nttH-^) 

mmm 137 

N-[2-[(^-<yyptf;V7$/)^^;W-6-^/U-;W-6-(4-^^7x 



Me 
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N-[2-[(iM yJU\>W7*J)*7M-+*S U^>W-4r(4r^^7 x 
' -JW-l-fcf^US^*^*^ I* 




Me' 

*#a i o-e#fcN-[2-[(^-f v^nws y)^^;w-6-^/ 

'H-NMR (DMS0-d 6 ) 5: 1.02 (12H, d, I - 6.9 Hz), 1.60-1.77 (4H, m), 2.26 
(3H, s), 2.85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m). 7.12 (4H, m), 
7.62 (IH, d, J = 8.4 Hz), 7.79 <2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 J = 8.8 Hz), 8.81 (IH, s). 
FAB(pos) 4591M + 

: 184-186 "C CftgAftftFtt : B»X^P-5M V^P \Z)VX-~rM 

15 -jW-i-K^U^>*^^- ^ 

X e 

^XA^O'Me 




mm i o -emit n-b-ksm v 7n t^rs y) *5P;w-6-*y u -JW 

7th75F^T, **«5 4©2> ^tfMHI 3 8 fcH*©*** 

'H-NMR (DMSO-d^ 6: 1.01 (12H. d. 1 = 6.3 Hz), 1.59 (2H, ni), 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s). 4.32 (2H, m), 7.32 (4H, m>, 7.62 
(IH, d, J = 8.1 Hz), 7.79 (2H, s-like), 8.05 (IH, s), 8.12 (IH, d, J = 
9.0 Hz), 8.81 (IH, s). 
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'H-NMR (DMSO-d^ 6 : 1. 73 (4H, m). 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, m), 7.77-7.92 (4H, m), 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 Mti: 212-214 <C (^-fb^^mx^-^vyptf^x-^) 
HM0914 3 

6-(4-* h^->^x-;W-N-[6-(l-lf D 'J»^5 : ;V)-2-t7^]- 3 



'H-NMR (DMS0-d 6 ) 5: 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H, s), 3.85 (3H, 
s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8.4 Hz), 7.76-7.91 
15 (4H, m), 8.10 (1H, d, I = 8.4Hz), 8.18 (2H, d, J = 9.0Hz), 8.38-8.44 
(2H, i), 9.20 (1H, m), .10.59 (1H, s). 

: 261-263 <C (m&im® : WWi^)V-^ Vfu k^x-^) 

mmw 144 

6-(4-7MD7xZjW-N-[6-(l-^Dij^-;^ f;W _ 2 _ t7 ^ w - ::I 
20 ^>75 H 





H 
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ad I - 1.8. KM, 7.61 C2H, I. 1 • M*>. 7.76-7,88.(4H, »>. 8.23 
(3H, m), 8.45 CZH, m). 9-24 (1H, d, J = 1.5 Hz), 10.68 (lH. br). 
M: .270-274 C ((gflifcW.S^JW-^V^O^Vx-x^) 

5 S8W»1 

(1) gftfl 1 T»5*lfcft*« 50mg 

(3) h9*D3->#«9 10. 6 re 

(4) h^=ED3->W (®« 5M 

10 (6) 0 ' 4 ^ 

ft- l 2 0 re 

•ttEtevua ci) ~ (» «wK«wt*rtH-*"i=* 

•##11-1 9- y MB6*cDHA*fflV^PCRaCJ;*?-vbSlC-l s®# 
cDNA fflJttB 

20 , hcHKMblt. ^WW******"^* 1 * DM 
( , t _*>x;!^-*t) t«W,-94t:-B0»©*««D». 94^- 60©. 
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coH.O^p->J:t>PiaaBid Midi Kit (*7^>&) fcfflHTT^XS K* 
P§2U ©KHJjfSal I&J;tfSpe I T^BfLT-f hgB#£isDDfflL 

^fciSBmt;. 7 at y ffl, 7 pptK^aj^ jl?;—)], 

■a»*ff&-3TH*lfc. -©^>1t-hDNA£Sal I Spe I Tf«» 

^fc»*IBJfi««ffl^ ^-7*5X5 HpADHhlllH (Hinuma, S. et aj. 
Biochim. Biophys. Acta, Vol. 1-219, pp. 251-259 (1994)fESc0 pAKKOl. 11H 

-f >3 >£frfcK IfiSHW^S H pAKKO- SLC-l ***Lfc. 

pAKKO- SLC-l *C»K<g»LfcB i coUlffl5(F--a-#-)**i^,pi aSBld 
Midi Kit <+7**>tt) S^TpAKKO- SLC-l ©^7X5 FDNASWfibfc. 
^n^CellPhectTransfectionKit (77>>tA7 7;^>'7/Htf^t) 
^V^#CD7*Php;PfcfcTCHO dhfr1il&lc«XLfc. 10 ugOLM 

cho dhtrmmmmLfz 10 « ->*-i^aani,fc. io^^Mf 
* sLc-i mm cho «inr***«aftiMii©3 d=-bb 7 c*->*a*Lfc. 

#%0!Il-4 h SLC-l Hr7^-gaMmRNA0D^a^^ CHO/ 

SLC-l jH9jfttt<Z)3& 

1-3 7f»4$nfc CHO/ SLC-l « 56 7 D-XB^g? y h SLC-l 

^7'^-SaRmRNAOf8S*SCytostarT Plate (77HA7r^> 

CHO/ SLC-l tfccD^p-^Cytostar T Plate (D& well fc2.5 x 10 4 M"f 

well 0.25* IrItonX-100««tabT«Woa3ittft*|flfc«, « S 7^ 
bfcEJW*: 5©rlbQprobc*HD*T/W7-U^X$*fc. 20 mg/ml CD 
RNaseA£&weIl fciPTLTiSJti© riboprobe S^ftU 71/- <&i£L 
A<f 7U y-f XLfc riboprobe Topcounter T^bfc. 



PCT/JPOl/03614 

1/82925 

191 ' 

DH10B/hSLC-l **1t.m*<D*U->*7>WJ>ttl3**r^** 
*U QIA pre P 8 mini prep &7>f>& P DNA eftttb 

fc. &£ffi^fc£©fc»©E£«* DyeDeoxyTermiDator Cycle Sequence Kit 

ttttbfc. *®tt*. I2^J#^: 8i:itEP#^nt r^#enfc 

jtMBWa-Hr-BTS/WEW CE3W»:-B) fit. Lakaye 6<0«ft 
(Lakaye, B. et al. (1998) Bioctaem. Biophys. Acta, vol. 1401, pp. 216-220) 
fcfclrVC, tbSLC-l©B«*TOtb»fi*"^B3« (accession 
n umber:Z86090) ftfcfcfcW, b SLC-1 A»6WISftfci»«i^ilfiS 
nWfcbh SLC-1 73>«fiafctt*&^*^ »M0I©*SIC«B* 
t)f 64 T5/«±*fc«i»3 H >T&3 ATG ^mRNA ±T??£T<5 C 

Escherichia coli DH10B/phSLClL8 « I FO^^N I BHfc«6l/fc. 

- 7 t h»«W**cDIIAft»^fcPCRftK:J:«t b SLC-lcDNAO 

SN-> b 7 y 0 * Q-->^snfcfc h SLC-1 DN AfiW*** 

1 2Wtf 1 30**«A W^*»^ ra ^ fcJ: * ,|,i 
*W!?tlfrfc-=>fc. »#OJH«DNA*tbSLO-l(S)^ *#©**DN 

A *t b sLc-ia)t#«bfc. wfiw^^-iMSwe^* 1 

flUMSil I oWtt-ftilflHBJlJWWoan, ^3' Wc«R**Spe I. 

M*oB«EW*mPl-fc- th SLC-l (S)*«©E««©«ja^ th 
SLC-lDNABW«rtr^X3H««5 n K «BttW^-#0.4 
/cH. 0.2 mM dNTPs- pfnDNA#U*5-«0.5 /il^^^Wf 

57<C-60#, 72X:M50#©1M^I'£25[eI«MU «ftfc 72^ • 10^ 
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©^DMA^-f V— C««*n*^#DNAB5H (iB^J#^ : 1 5) 

##011 - 9 hh SLC-1 (S) JB£ CHO «U&* ctrjCh h SLC-1 0)ft3 CHO »« 
©f£S 

5 #Wl~8TE3*W*nfcthSLC-l(S)fc, kh SLC-1 0>#*AS 
Midi Kit (^T^>%h) lfflW5X$^iiU «nW*Sal I** 

CO-f>-y— MWAftStl I*5£tfSpe I TSJ$r t^»4MDffi9Baffl^^^ 
-^5^5 HpAKKO-lllH (Hiriuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)338© pAEOl. 11H tm-0***—7?X$ H) 

aW^X 5 H pAKKO-hSLC-1 (S) <h pAKKO-hSLC-1 a) L£ e 

pAKKO-hSLC-1 (S)££tf pAKKO-hSLC-1 (DTHW|«Lfc & eoHDHB a ( h 
-3-jK-) PlasmidMidi Kit (*7dr*>&) £^TpAKK0- 

hSLC-1 (S) £ pAKKO-hSLC-1 (L) ©^ 5 H DNA **« Lfc. C *l* Cel IPhec t 
Transaction Kit (7-7^ t A7 7 ;P7y7/Htf^tt) *J§H*#©:/ 
n h^McfoTCHO dhfr«^ALXi 0 10 /* g ©DNA *U>»*^> 
fAiO*iOHI«[iU 24B#F«fo5 x 10 5 £fcttl x 10 6 fll©CH0 dhfr 

^tP^^MEM a«**Ctt*l,fc. «R**+T**LT<*k N SLC- 
1 (S) 3I6r?»A a0i»»ftj|X»||HKO3D=--58 ^D-^iOt, 
b h SLC-1 (L) I^iACHOttTS5^ii)S0n n -- 61 

mmm 1-10 t h slc-i <s)^j:^b h slc-i a) mm ®*«(z>*»* 
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lfflJ!&l»l!# 171 fi 1 DMSOJSSrTfSJRLfc 3xlO" ,0 M MCH 2 // 1, 

6 ««OUEicffiRbfcttllft#«j»iK2 *i K &£OT 5 S]-Guanosine5' -(r 
-thio) triphosphate(^-{b#^tPp It©) 25 n 1 ^n^tlSsirabfcGiffl 
1ISJ!&*I8£:20 /z g/mh PS] -Guanos ine5' -(7-thio) triphosphate : 
0.33nM)o £0£j«£25'CTlPm 

^;i^-(GF-C)£^Vvr$:3l3MU (50idM Tris-HCl 

10 pH7. 5) 300 n 1 T 3 IsI^Lfc. ^y^^-C^^^I/-^-^ 
50 ml »JU >a >##>:*--«5£l,£:. 

muvfrt%oftMm&)/ (mch ^muvrdt^onmm^-msomm^m 
15 ffi^mbfce 





(IC 5 „fit : nM) 




5 



20 

en , (io &<ttf^n in^MCH^ra^ 
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Ar — X— Ar— Y — N( 

i I V- 



CD 



K*, At HJlil^ftT^Tfei^lM^ ; 
X\iiCONR\ NR«CO AD^ftSnw^Jl^C,., 

7\>Hp;k Any^ftnT^T^Jt^c^.T^*^-*/!^^ Any 

>fc£tlTV>T*>ci:V> C L.JW'^^iSt)^ *>tttC00 ft; 

Yt±^a©^jSfc 1 £tt L 6 ir-ft ; 

Ar &M&gft#UTtATfcJ;^|g£#^5£^#^ft ; 

^*flHK*Kft*r*. ^^^^mmr^mm^iihizmn&^L 

YitfetHtt*tbTlr»TfeJ:^iBlllfi|ait»rtLTmJ:<,R 
Xi^BSWrtbTViTfei^.- &K!L, X^tCONR (R tt**£HP3;fctt c 

>Tfc< ; X»s&tC00T**i:*, Ar»ttWl**bWT*J:U3WW 
6. X^tCONR^fcttNR'CO <K«tt**aRr\ AD^JtiTUTfeJ: 



PCT/JPOl/03614 

WO 01/82925 

199 

5 19. ««W9»«^*y>' tf^U^X fc?^>, KoU3». 
2 ! 3-5? t P tH > l,U.4-fh7t H P*^ U 1. 2- 3, 4 

2 0. |S^5fB«05{b^^^^CDmS:^UT^^^m^tl. 

10 2 1. KM 5 |B*©<b^W©^a v v ?o 

22.4'^Dn + [6-[(N,N-^W^)^fJH-2-t7fJW[l,l'- 

4' DP-N-[2-[(2-^^W4, 6-3>t FO-lE-f 5^/->-l-f ^> *f 

20 ;w-6-^/ y =jw n. r-if7xryw-4-**#**5 p •; 

4' D P-N-[2-[(2, 2, 6, 6-x h i7PWW-t!^U 3>=*> JWW"*-*' 
25 R-D-a-KO U U [1. 1' -t'7x^]-4-^^ 

6-(4-^^;v7x^)-N-[2-(i-ifPU^;w^^)-6-^yu^W-p^ 
4-(4-^V^v^xrijW-N-[6-0-HnU^J^^)-2-^7^W-l-b' 
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««K Ar I »WIM*t,TOTfeJiV*J|^* ; 
Ar tt«»ft*UTViTfe ±V>tt^»5^Hmie : 

2 7. ^ 

Ar-X-Ar-Y-N^ j (|) 

: ■. . R — ' 



Ar ttIM§#LT^TfeJ;^ffi^I^fl§ ; 

©> it 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723WO0P 
<150> IP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 

<160> 16 

<210> 1 

<211> 32 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
. <212> DNA 
<213> Artificial Sequence 
<220> 
<223> 
<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Yar Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 2g5 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 
• 290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 31 & 315 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacalctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tclttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acatcctgac tgccatgacc 420 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

taggtgatgt cagtgggagc catgaagaag ggagtgggga gggcagttgg gcttggaggc 60 
ggcagcggct gccaggctac ggaggaagac ccccttccca actgcggggc ttgcgctccg 120 
ggacaaggtg gcaggcgctg gaggctgccg cagcctgcgt gggtggaggg gagctcagct 180 
cggttgtggg agcaggcgac cggcactggc tggatggacc tggaagcctc gctgctgccc 240 
actggtccca acgccagcaa cacctctgat ggccccgata acctcacttc ggcaggatca 300 
cctcctcgca cggggagcat ctcctacatc aacatcatca tgccttcggt gttcggcacc 360 
atctgcctcc tgggcatcat cgggaactcc acggtcatct tcgcggtcgt gaagaagtcc 420 
aagctgcact ggtgcaacaa cgtccccgac atcttcatca tcaacctctc ggtagtagat 480 
ctcctctttc tcctgggcat gcccttcatg atccaccagc tcatgggcaa tggggtgtgg 540 
cactttgggg agaccatgtg caccctcatc acggccatgg atgccaatag tcagttcacc 600 
agcacctaca tcctgaccgc catggccatt gaccgctacc tggccactgt ccaccccatc 660 
tcttccacga agttccggaa gccctctgtg gccaccctgg tgatctgcct cctgtgggcc 720 
ctctccttca tcagcatcac ccctgtgtgg ctgtatgcca gactcatccc cttcccagga 780 
ggtgcagtgg gctgcggcat acgcctgccc aacccagaca ctgacctcta ctggttcacc 840 
ctgtaccagt ttttcctggc ctttgccctg ccttttgtgg tcatcacagc cgcatacgtg 900 
aggalcctgc agcgcatgac gtcctcagtg gcccccgcct cccagcgcag catccggctg 960 
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Asn Val Pro Asp He Phe lie He Asn Len Ser Yal Yal Asp Leu Leu 
145 . 15 0 155 i 6 o 

Phe Leo Lea Gly MeT Pro Phe MeT lie His Gin Leu MeT Gly Asn Gly 

165 no 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 • 205 

Asp Arg Tyr Leu Ala Thr Val His Pro lie Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val lie Cys Leu Leu Trp Ala Leu Ser 
225 . 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val lie Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 3 20 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser lie Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcclac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 12g3 

<210> 16 ■ 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 
cunucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccocuunguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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